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(2) JP 2O04-50OSM2 A 2004.1.3 

1 o 6Lh©/t3 ; e-i'-KftSft S it * 1 oJ3L_hd!> j. 7^?-m^F 

1 ELt O 7"u * - * - itS £ *l A: 1 -3&±«0 7 * ? * - ^ jj J: 0 1 

A ttifttt$ft&&"?& * AMI, 

-^7z^ ? < £ 4 1 o#TNF 7 r 5 'J - T* £ , 1 

TNF^T^v-^i'^i^Bf* (TNF-a) . m^mm^p (tn 

F- /?) v TNP-«ISaT#h-V^«*14U#'> K (TRAIL) , TNF-<rM£ 

fcmki-£*)mmzti&*-<( y fjj y (trance) , TNF-«wft*>i3n7»j?j-- 

v 7s WWtB H (TWEAK) . CD40'}S">F (CD40L) „ LT-«. LT-j?, 
0X4 0 L v C D 4 01, FasL, CD 2 7 U CD30L, 4-1BBL, APRI 
L, L I GHT, TL1, TWF SF 1 6, TNFSF17, ifctiAITR-L"CA* 

i ^ * -iH^fr < t * 1 o3«if 8r&@* . 1 a fc (* 2 

KtftftB?*, ^>K^^^y, 7>f^^y, fitJfiLf ^MtT^ hD>tT> 1 

S|4lt«f, S kD a ^-'^M^IfJf, )fi'J«4SrWw;tflfi2 4 75; 

13. 4 OtSt^fSBSSSa^v .bP^^iitm i^HHe«rS2 2T 
5/g?^7^nftf\ SP ARCoSCif ff4 2 0T?;»^/f KBffl\ R GD&XO 1 » 

^W^m^^T^R, iKii.f^f^/^^ ^ 3 *>L<liVEGF£§H*«"<7* 

[11*117] 

Hfc Vs. 9 9- <ti>i "Ztf.'t? r V ^>77r^)-©;> /<- a 5 

■.[*** 8] 

/^f^y^r?')-©^.'-^ Co 1 El, Co 1 E 1 a, Co i E 1 b ■. C 
o 1 E 2 * Co 1E3, Co I E 4 Co 1 E5, C o 1 E 6 . ColE7> ColES « 
, Co 1E9, 3')v^A, 3»)->^L, ?nr->>-DF 1 3 

v ^^fy>Al 1 2 2 > ^?7.(U3?-»]5 8i\ /f'Jy> 7 4 2 3, fef * -> > 
RlU<ilAPiK * if*s>k- 2 1 6. e-'^v'^, ifcfi^^DS'^M] 5? 

laic 

[Ittil 1 0] 

MMSS^S T^/-f5^-Hf* «J ***U /Dt 
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JP 2004-500042 A 2004.1.8 



-*J7i^?-^i^*')i/>, '<vmm, CNF K CHF2, ifcttPMT-t* 

s*« i a? Aii 2 iz&&e>umtm%mtmn 0 
mm 1 2) 

xn i tea -z Ktzme>mmmmm®mn» 

[***13j 

li#<tS»«»fflS5& I *«'**9 (S a i mo n e i la! T?*4, St^iJU l/d^2(: 
[Ml 5] 

[m#SU 7] 



lot, I ^ -'^ 1^ 7 * ^ Kfc x 7 * ^ ^/ - g-f b - i"? S , ±ieH*ft 

1 9) 

ia*«2 o] 

y^>»OmpA#^/^ft$S, 1 7 Sfcti 1 9 icfdt^HttlilS 

2 1 ] 

HIV TAT T ^ f t^T ■< 7* jf * F * A > <i 

*N *#vlKiftMtt)tttH? (FGF) WfrliBS?!! (MTS) ^ 

&R#&:ft-&, H&jjj 1 3 ifcli 1 9 KEft<9g3^tM&ftlH3i, 

mm 2 2\ 

i7i? ^W-^^iir^i7x?^Hti*, ft$3U 7, l 8*>fciii 

mt^2 3) 

^^*?*3^KtJl ^JaiOll:^^ 5 h K 17, 1 8 4 A ti 1 9 
[S^^2 4) 

«^ ^-ft^jS*-** fcttr&ji?**' S*£2 3U£««IS*ft 
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(4) JP 2004-50W4Z P. 2004.1.8 

[S*£2 6] 

OA ft. 
[§1^2 7] 

5 * ft *± 2 6 £SE$OE£*li£*P. 
2 8 ] 

TNF7r?'J-i?)^>^\ IfiW* (TNF-k) * MiSJEB* 0 (TN 

f-jsj , TNF-iiaarjjf h-->^»#i4»;^r^K (tea id , twf-«hi 

iStt-fbK J: h*-f >■ (TRANCE) , TNF- « WlOli^T* h- 

(TWEAK) . CD4 0 K (C D 4 0 L) , LT-«, LT-^ 

0X4 0L, CD40L, Fa sL> CD 2 7 L> CD30L. 4-lBBLv APRI 
U L I GHT> TL 1 > TMFSF16, TNFS F ] 7 > fftiiA ITR-LW 
, m%m 2 7 KSE5t«|gSlfi*i|&o 

2 9] io 

-?fex 7 s. ? t^ft^wpit <t <L\ '?&im^m£.m^?&& , mt^. 2 5 2 ft a 2 6 

[8*813 0] 

gfKH\ 13, 4 0 hu>tfz#yV>X<MfCM. l g%4L2 2T 

s V a^7*f- KKf>*\ SPAR C^m^ff^ 2 0 t ■= / g£-<7f- F^.H", R G D£ Jt 
NG R^t^TAT- h\ 7^~>s 7^P*^fV, yn^l-f^^KWEGF^ 30 
^Sv'ttlifffffe^^K, $ftf±-f ^-f WV« V /?, <b L<iiVE GF^ft^T 1 

* * £ - fr^^* < £ ^ 1 •PjS*^*' r V ^»775 ») -«D > A»* 
, ftft'U ^'i'f^yviiBRPf*^, H^iJU 5 i ft{4 2 6KlE«^K^Ift«* 

3 2 ] 

t *) % */ > 7 r 3 9 - <r>* > ColEUColEU, GolElb, C 

01B2, ColE3, C o i E 4 , CoiES, ColEfi, ColET, ColES 
, Co I E 9, ^ijy^K, 3 *)P>L, a 'J 5/>M. 7P7y>DFU *> 

, '^fv>Al 12 2. * 9 7 * Q 3 ? v > 1 5 S 0 , '/^')v>7 4 2 3, feT* v > 
RltL<ttAP4K * 77" v- > A - 2 1 6 v kT7''J # V t/;iiOcy>Ml 5f 

»*^3 1 cEtt^gaisfi^ft* 

[11*113 3] 

^^7^^^^,111111^^ mm 2 5 fftii2 6 KfB*ftOllM5fc& 
°[il«3 4] 

DNAT--tfx f ftiiyja^-^-C&S, SS® 3 3 K?B«OES6ilJ«ft* 
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(5) JP 2004-500042 A 2004,1.8 

<Hl ofl-3fei7i * * -ftW^* V "<Q$$, CNF 1, CNF 2, 
4 ft \t P MTTU, 2 5 4ft !i 2 6 fcSEftoeraJfct&o 

-*i7x^-^«» t II©, sag. SAti^-f ^^ts*-r*to-c**, 

x 7 * * ? - 1^J!>%&S»*>k »l£ ^ ^ yo K 7 ? 7yf 
-t ^ U A, 5: ft iitfuST* & v 2 6 

mmmmmmmw^^**? cs a i mo n e i i a> h^jju 5 4ftii2 » 

[8*5 3 9] 
[SS*SU 0] 

*[®#$4 1] 

* ft* 3- K-T* 1 ^&±o#R^*#tr&14ff«&S4 ft^«^t£S^& 

@e5it^7i^? - '^^^ e> * « , ±ies 

[S#«4 2] 

±s* '# * *i fi# t , i o &±«o / d * - * - izmm ft & s& s tL ft i & ± wis -a- 

_[JS#£4 3] 

S'/tJI'iEWOmp Afll* llt$gH 1 *fcli4 3 KSettoKai*SB!t4li! 30 

'[S$1S4 51 

^^U-^'/f- Htf\ HIV r^ft^f-f T*^*K^-f> 

i7x^^-W-^i|^X7 i ^^-^i:^J, S#£4 K 4 2*ft*44 

[1114 7] 40 

^^-^3- K** 1 oJa±O^R^*S t>K*fr, S*«4 1, 4 2 4ftti4 3 

Kaas^g assart 

4 s ] 

^-Sf^tlji^^^^^^oT. SiSliffl^S ft* fifth, ioUH±<oprD*-^-t: 
ftft I o£JL±«5-^*7 * ^ H-j- 4 i ofcUicTO^Tt 

£-tf«14»$C£if 4 ft li«tt»SC14S-e* * 13$ttMffift«IS i , ^tfts 
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(6) JP 2004-500042 A 2004.1 .8 

1 -oUli^) T-D* - * - * ll & 1 ^£Lt0>-#;Ji7 x * * - ft* 

IS#E 5 0 ) 

S 4 A: (4 4 etSBtOSfifec 
[Kr>RiI 5 1] 

TNF77?'J-«>>^~^ £«£?Eg?« (TNF- « ) , MSiJES*? (TN 
, TNF- aBSiftT* ^->^»rSV X> V (TRAIL) , TNF-*KiS 

mmu'**)mmzti&v-<( \*av (trance) , tnf-^i^^t*i- 

V7sWSSm% (TWEAK) > CD4 0 (C D 4 0 L) , LT-«, LT-jf, 

0X4 0 L , C D 4 0 L > F a s L > C D 2 7 L , CD30L, 4-1BBL, APRI 
U L I GET, TL 1, TNFSF 1 6, TNF S F 1 7, ifcliA I TR-L"?&4 

[SS#«5 2] 

x 7fM- fr^^S: < £ $ 1 ofl%tmtffr&H^?&£ , 4 8 3 4 9 

[8S*J5 5 3 1 

£n]ffif ff&EiW, i>F7^+>, 7>^*X?^>, UlWfifeT^f ho^fef> I 

Jt, uPA$iftT>?a"^xh, rny^f^^UkDa^^'^MI^, JUL* 
»4S^<0 7, SkDa ^^KjMSBffiN t^t»4H : foSbtfff42 4 75 ^ 

gmftf% i3. 4 o tfo-fhim^mkm?, MJ>^fy-?>i«s;jifst227 

.= y ®^'7> fBt>t\ SPARC oOfjtffii^$r£ 207^; $£^t> KBftf* R G Dfc Jt 0 s 
* 2 v »tft JflLfift 4^ y f - F , a jt fi-f 7- ^ 'J ^ a , £ s L < ii V E G F 7* 
t**«5 4 J 

-ofcx 7*^- tttofrU <tii\ r V ^ */7 7 7 ^ ') - » > 

[H^Jj|5 5] 

^f i )^-»'7T^)-W>^ ColEK Co 1EU, Co 1 E 1 b , C 
o 1 E 2 , Co 1E3, Co I E4, C o ! E 5 > C o 1 E 6 , C o 1 E 7 , ColES 
, C o i E 9 , 3 ') v y A , s'Ji'VL 3 i )y>'L, 3 l> -> ^M, ^ a T v' > D F 1 3 
, ^Xfy>Al 1 22, X?7<P3^y> 1 5 8 0, 7f')y>7 4 2 3 , tf * v > 
RHl<UAP4K.;i#v>A-2 16s t: 7* ^ , f fell 5 ? D v VM 1 5 Tf 

SS#£5 4KE<£o3ffc«> 
[flt*«5 6] 

< i: i> 1 o^JB »BB#8* T * % * M*& 4 8 S t* 4 9 C 

[^>RiI 5 7 3 

jfissiS£8K:fr*, ^*^--t\ T^/^^-e. ***y/<--e, 7*pf 

T--t\ DNA7--tf, 4 fcli ^ ') 3 H*^ 5 6 Ufei^&c 

— ^fe x 7iH- $Hf Wd?* < £ % 1 oA*^* U -> V , ^n#f, CNF K CNF 2^ 
t £ !* P MTW * 4 8 t tz it 4 9 K|a««r>S-fe 
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(7; JP Z004-500QJ2 A 2004.1.3 

7 x * 9 - fr^o^fc <Hl -o**S6*Si. IliJ, ffll, * fcii <M )V7, cs^ys 
4 7>T* & v St £ 4 8f,^ ii 4 9 (i|S^*ifeo 
[H*Jl6 0] 

[SB*«6 1] 

mmmmmtenm^b**? (Salmonella) t**, s*£4 s twt* 

[mtm 6 2 3 
[lf«6 3] 

7*??- t >} * -> >adti b^-c* 4 9 kis^t^ 

[5*356 4] 

'^/tJl'fiWOm p A# 4 h ft*« 6 4 t 6 6 Kf£$0>7?^ 

HIV TAT^^f, 77ft^f ^ 7*^^ 
*T^*->» , A^Mim^if^^ fPGF) jR«fftSE?nj (MTS) , 

v-T >V* VP 2 2, ^4-9- 'J^V, 4fcli^4*T^->^ 

t>*&mzn&, mmn e 5 t tin e 6 ^fai^T?^ 

[B*£ 7 1 ] 
ES$JI7 2 J 
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(8) JP 20O4-5O00« A 2004.1,3 

[*#«7 3 J 

-*x7 ^ * * ~5H^>^$ < i * 1 NF7T5V 1 V,>^'?&'4> , mt% 7 

1 f. felt 7 2ti|a«0*feo 
[SS#£7 4] 

TNF7r?'J-W>/^\ £$$?ES|?« (TNF - «) , BS8i?E@*0 (TN 
F-jS) , TNF-*HftT#l--->^»«4U«r^K (TRAIL) , TNF-a KiiS 
fett-ftt £ 1) Ifig $ tU-^-f J- * ^ y (TRANCE) , TNF-a Mi%<om^ 7 $ J> - » 

ff (TWEAK) . CD4 0'JA">F (CD 4 0 L) * LT-«, 
0X4 0 L, C D 4 0L, FasL, CD27L, CD 3 0 L* 4-1BBL, APR! 
L > LIGHT-, TL 1 > TNF SF 1 6, TN F S F 1 7> tfciiA ITR-LT*4 

[JS#«7 5J 

-^fcx 7*??- itHP*>^«c < i <fe 1 ojj^jitfr^ "C** , tl^ 7 1 £ ti 7 2 
7 6 ] 

KAi^iH^, 7^7?f>, J/ijli^$f±'7i'-f hD^^^T 

II, 7-f7o^^f>^)29kDa N*S»* Jt 0*4 0 k D a C*»^ >/<^HjW»»f 20 

««4S^7. 8 kDa^>^HS«*, Jd/MR» 4 S^^tmf $Jt£ 2 4 T 5 ./ 
»UffH\ 13. 4 OfclfcT-fc&JlMgSfriS?. f v I ©ifijfii^ 2 2 t 

^^a^r^KBfJtv spARcota;jm*«f*2 o?.= y @^7^hW, r g d & jt o? 

NGRt^tp-^y-^ K, 7^Pi^fy, 7* a 2 v - fy % I. < liE G F<? 

d^V^JflL*j»f4^^K, I fzii4 yf-v 1 ) y a , £ 3 & U < ttVE GFSf#«^7' 
* k r > 9 =r- a h , S#j1 7 5 KB^^o 
'[Bt*JE7 7] 

s fc£L, SE't* f- 'J jfrS'J'liBRP flt*E7 1 *fcli7 2fcffi*«>#ifc, 35 

[ti^il 7 S ] 

^f')*'»7r ^ y.>s~%\ Co I El, Co 1 E i a, CoiEl b, C 

o 1 E 2 , Co 1E3, Go IE4, Col E5, C0IE6, Co 1 E7, ColES 
, C0 1E9-, ^')v>A, s'lv^K, s^v^L, ^'J->>M, ?H7v>DF13 
,'^fv>Al 12 2, ^^7^H3?y^l 5 8 0, 7* V 7 4 2 3 „ \£* s s > 
R 1 i> L < (4 A P 4 K ^fy>A-2 16, fcT^'J * v'^ , S fcii* ^ o ~> > M 1 5 V 

7 * * * - iH^fc < i "i 1 ojWg»ffi£i££-c;fc* s ft&jji 7 1 I f* 7 2 U 

[struts 0] 

MBeBft**, r^^^^t— 'J 7dt 

DMA7--P, **li^«j3V^ - * , S&#£ 7 9 KfBfM&o 

[»*Si8 1] 

-*X7i> 9 £ 4j 1 o^^t ij ->tci#Sf, CNF K CNF 2, 
5 £ fi P MTtibi , 7 1 4 7 2 USE^<7)^o 

[S^«8 2] 

S 3 3 50 
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(3) JP ?0O4-5O00« A 2004.1. a 

i3*fbS»SBM^****!? (Salmonal la)ns, S#«7 1 $ ft (4 7 

[H*r)|S 71 » 
- * - tc«ffi» K im 3 *i ft 1 o W± <DR* * > ;f ? K £ 3 - kt* 1 -J3&±0># Kfr? 

^ *£?V U7x^- f, ir* , Jbs27ffe> 
[ft^ijf 8 8] 

immms 9] 
imtm* 0] 

v ^f* >P E?y# 0 m p A fi* * ^ -'^ I « „ £ 8 7 4 ft: 11. 8 9 
[ft 9 1] 

7i'j~^'/f F^i\ HIV TAT?>/^I, 7'/ft^fW7*>'tl^O ("* 
^7*v» , a*'v«iiMJe£S@* (FGF) fcfHr&ffifll (MTS) , 

* ft ft > tf $ >g 8 8 * ft (i 8 9 K ffiftO^ffi, 30 
[»*«9 2] 

^7 «^ ^lil^x 7 ^ ^ tT'^S , 1^18 7, 8S*ft?iS 
[I$iS9 3] 

[^^119 4] 

m%>?M ft?is£« * j&s-t * -s t , sag ±tt '# * *i * a# k mmmwM mmm 

0 m pAWs rt* f * I tf3L y j? $ - <<H^ c, 9 

[ffi>RJS9 7] 
[ft$K9 3] 

7iiJ-/<^f HIV TAT?>/^H^ T^ft^ 7*>*P)!^ 
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(10) JP Z004- 500042 A 2004,1.8 

fcf* $ $ ft & , S*£ 9 6 fcSB*fc<Z>«# * > /1 * 1 0 
[S**£ 9 9 ] 

i7_i^- 4 £ ii^x 7*^-^4t, S*8 9 5 4 (i 9 6 K IS 
[0 0 0 1] 

■*tofii±l 9 9 9^1 0^ 4 StUffi^^SlSilfSmRe 0 / 1 5 7. 5 0 0 , 6 0 / 1 5 
7, 58KXff6 0/1 5 7, 6 3 7 fcifr**«ft**3:»5U **ifcfl># 4r«rtSli 

[0 0 0 2] 

t&££><0^? 5*-k IX^nmit^fefrMW (attenuated tumor- 
targeted bacteria), 5 (Salmonella), 

* * ? - ft* iimi-< m&W) * =r - K** * -o ic&;£* HTv^S'fe^ttlX 

1^ V y ^JB. «JB * X£ £ ft % WIS* »•* 6 i$g $ ft « £Mo £ o % g^jg&ffi © jSSSf 
Kaffir* J&c St>K. ^X7*H-:^ ( 1 ttt L < fiffi»jffl[) , «A 

^ TNF 7 7 5 »? w^, iftjkf 141^ £tffflm@*1&*-V^7^ Kfet < 

§ * ] aja±©tt*«JL7 * * $ - ( i-§& l < sam^) ( rr^jc 71^-^ 
»* § e> 4 %iit8i*i6ftffitt£«tft u smi;ii«»af»- &<&-*x 7 * * - < 
SPtiT^-^x 7 * ^-55-? fiiU< mtifcffi) 03* $ ii* 

[0 0 0 3] 
2. "WM 

: *^#&o ftSIIIi -ttKttv SHE Lfc 4 £tt»i±> HRfcti\ ftffifr 

ajUfeK mm 1 x <- ft * « £££ * ^ L „ ^ ^ * xm 1 § ^ ^ t- 

CHT*-Kf4, Robin sand Angel!, 1 976, Basic Pat 
hology, 2d Ed, W. B . Saunders Co., P h i ! a d e ! p « 
liia, p p, 6 8 - 1 2 2 (fffl) o H»U> i I- < ai8^^!©^i: 

L-Cv^iw^ft* 0 

[0 0 0 4 ] 

@«B»«itf>f b^JSF ^ ic is if 4 ± 4- r a lMtt , fp] B# t jE fctt* J&ffl«# lc t ft 

BKAft«j|lx?>«>SKffhKAl^^^T^« Crystal, R. G, : 19 

95, Science 270:40 4 -110 *#ffc) 0 

[0 0 0 5] 50 
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Olj JP 2004-500042 A 2004. l.S 

2. 1. ittMMgfejgftCEfr-f KtW^ 

B«*t;i6a it & ? i < stisi-a i t ^m<oim%m ±® m-? 

frvntit}mhfr& : i) %&m*tiMBtK&9kmv*>*)* mm&azmn&m^ ; 2; 

#tt ttSMmKi ^tfflv^ii^frH ffmtigft * Hit * & z k £ % ; 4 ) ffljfeft 

.*«> %<?.>ft®wm~?wfj*Tz> z t & o js¥ s-^ tat » mmm& ** > & 

Shi - CD4 + TJM&, D 7 7-v\ St^TK»^#^'^TliB& » 

fc«x*>. CDS+T11 (^7XIi^) «^tfrit**ti^^f 
■ LT^*,,, PJ^tf , C li a p o v a 1 e t ai, t 1 9 9 8, J 

. I mm u n o ! , 1 6 1 : 6 9 7 7-6 9 8 4; Go 1 lub e t a I . , 19 
9 8, J. Clin. Invest. 102:561-57 5 : K i k u c h i e 
t a!., 1999, Int. J. Cancer 80:. 425-430; Pan 
H a!,, 199 5, Int. J, Cancer 80:42 5 - 430: S a 
f f r a n e t a I . . 1998, Cancer Gene The r. 5:321 
-3 3 0 ; St^'Z i mm e r m a n n e t a 1 . , 1999, Eur. J. I mm 
lino!, 29:284-290 tfHO Zk<> 

[0 0 0 6] 20 
2. 2. f (TMF) 7t$iJ- 

SfriL (W*. Ma nga n et a 1 . .. 19 91, J. Immunol. 146 
: 1 5 4 1 - 1 5 4 6 : St 0*0 s t e n s e n e t a 1 , 1 9 8 7, j . I mm u 
nol. 1 3 8:418 5 - 4191 *#flH) , ttM£B^<VM.Mfm^% 
M@^#»^ffitt^iia^^^fe^fflMm^^*ffff)J (Beutler 
andCerami. 1989, Ann, Rev, Immunol, 7:625 » 
-5 5 5 ; S&'V a s s a I I i , P., 1 9 9 2, Ann, Rev. Immun 
0 1 . 10:411-4 5 2K*ii'THfa- SftTVtft) 0 I l- £ jS* & . 

[0 0 0 7] 

flKW hA^'/t JffiJgS Jfc£.K WSEft (t <b *t T v » J& «, I L - 2 f i ^ y * I * -f !- * ^ > 

v , ^ li *> tfQ&m&& K. & n X '$M% ^ it f i <?> t #x & it TV'S, ffl i* , g 
K Sfri" % T N F - « Tx I L - 2 <*>J&gft 1- ^ * <9 Jt £■ c M JlfiMt *> *IT ^ * 

0 1SSx.il, Best ler and Cerami, 1 9 8 9, Anno. Rev. I 
mm mo I, 7 ; 6 2 5-6 5 5 ; Lowc-s et a!., 1997, J. In « 
vest, Dermatol, 1 0 8 : 9 14-9 H ;Ma nga n et al. . 
19 9 1, J . Immunol, 1 46 : 1 54 1 - 1 5 4 6 ; Sc h e r u i c b 
eta!., 1 9 8 7, j . Immunol. 1 3 8:1 7 8 6 - 1 7 9 0 £#f£ 

[0 0 0 8] 

WS^ii 0 y ^<omm. C li o m i n g J t'SD*t. I L - 2 « + 
^7,H7- (NK) T-fflfe. ^*A-f ^*£144fc*?- f L A K ) « 

^MSSiStfSISI-Sit^SifC^* -(Wxtf, E t t e r e t a 1. , 19 9 
S, Cytokine 1 0 : 3 9 5 - 4 0 3 ; E c- i n !i a r d t et a ! . , 1 
997, Blood 89: 3837-46:Chenetal.. 1997, J, so 
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JP 20 W- 500042 



Neuropathoi. Exp, Neurol. 56:54 1-50: Vora 
et.al., 1996, Clin. Exp. Immunol, 305:155-6 
2 ; L u s c i n s k as e e t a I. , 1996, J. I mm uno 1, 15 7 
1326-35 :Kjaergaard et a 1 . , 1 9 9 8, Scand. j. 
I mm n n o 1 . 4 7, 5 3 2 - 5 4 0 : J o ha nss o n et al. , 199 
6 , Nat. I mm u n . 3 5 : S 7 - 9 7 ; Tk &VJ a t a n a b e et a ! . , 

1 9 9 7, Am. J. Pathol. 1 5 0 : 1 8 6 9 - 8 0 *#HH) <> TNF - « 

, NKRCFLAKilfiWHiaftWiett^JtfJpi-* (fll&ff, Ostensen et al 
'. , 1 9 8 7, J, Immunol. 1 3 8 H 1 8 B-4 1 9 1 , LH " 

U-2^if3K,i i±a £ k Jt L T Hf£ t & * - t * m 3 ^ 4 o 
[0 0 0 9] 

v Si L<fc^BfciftSUft£fcflB;lTx ^T«^MOc^£#;i;> Lfc^T, -fl 
frjft0.$m^n&r& ctM&o Addison et at., 1998. Gene 
Thc-r. 5: 1400-1409; Albert ini et a 1 . , 1997, 
Clin. Cancer Res. 3 : 1 2 7 7- 1 2 8 8 ;Becker et al 
. , 1996, Proc, Natl. Acad, Sci. USA 93:7826 
-783i:Book et a!., 1998, J. N e u r o i mm u n o I . 9 ^ 

2 : 5 0 - 5 9 ;Cao et al. , 1 9 9 8. J. Cancer Res, CI 
in. Oncol. 124 :8 8- 9 2 ;D' Angelica et a!., 19 
99. Cancer Immunol. Immunotlier. 47:26 5- 271 
;Dessoetal.. 1996, Clin. Cancer Res. 2 : 1 5 
43-1552;Kjaergaard et al. , 1998, Scand, J. 

I mm u n o 1 . 47:53 2-5 40;Ostensen et al,, 1987, 
J . I mm uno I , 138 : 4 185 — 4 I 91 ; S S c h i r rmacher 
et al. , 1998, Clin. Cancer Res, 4:26 3 5 -264 5 

[0010] 30 

2. 3. *4 i^^>^m . 

Rfyn^m&ibn&mmmPzX-li-, "M hfj-i ^o54#fe U u b - s y s t e m i 

T4 filTw*, * X 5 * t* A- U £ i,» X fi , V tfV-A&ATNF-ttfc 

^■^"CrUS- 1 8 0 MASSES ft TV* (Tsutsumi e t a I . , 19 9 
6, J p n . J, Cancer Res, 87:1078-108 5 *#JH) „ I^K. 
j^igflM fc # U * 7* K I IKjt*TNF-« & SS *>ffift $ ft X v > «, (M 
arvinetal., 1999, J, Surg, Res. 6 3:248-25 
5 ; W u e t a I . . 199 5, Cancer Res, 5 9:2 0 5- 2 1 2) , «> 
[0 0 11] 

isolated limb perfusion) <■* ^^Sf^lffltTii F — a <T>%% 

^om, m£%mm<r>$Lm%m%z*ix z<Dmm, femvmzv 

Jht-O B% % ftfc ^ 0% Kft^t* i i> fc h -to S^K. i it f> « 

?&*fcHfePiii££#5£ U Cft(i*ftgft* s ,fti-fcfalSt*4>fc6^- Q Eggermont 
eta!., 1997, Semin. Oncol. 24:547-555 Fra 
keretal., 1995, Cancer J. Sci. Am. 1:122-1 
30:Lejeune et a!., 1998, Curr. Opin, I mm uno 
1 . 10:5 7 3— 580: Marvin et a 1 , , 1 9 9 6, J . Surg, *> 
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(13) ]P ZOO4-5O0O* A 30M.1.S 

Res. 63:248-255: Mizugu ehi et a 1 . , 1998, C a 
Acer Res. 55:5725-5730; Tsuts urn i et a!-, 19 
9 6, J p n . J. Cancer Res, 8 7 : 1 0 7 8- 1 0 8 5 ; SCFWu e 
tat.. 1996, Cancer Res. 59, 205-212 *#JSW>£ i * 

[0 0 12] 

Carrier et a I , . 1 9 9 2, J . Immunol. 14 8:1176- 
81, Saltzman et al. , 1997, Cancer Biother, R 
adiopharm. 12:37-45^ Saltzmanetal.. 1997, 
J . Pediat. Surgery 3 2:301-306 U J; *8*Oflf ft"<?HU I 
L - 1 jS- (Can i e r ) 3tCF T L - 2 ( $ a 1 t e m a n ) * * ?S& * *> 

Hf * Ttt* ^ * 9 «8 PS^ffl v » ft , ii^sg G A L T mm ft U f 
i (gut associated lymphoid tissue) Uio T!^ «j &i 

ft, ffe&tfM£tt£3*.%, L*-ua#*>, z*ih<o&mt$%&&mmfc®%z 

[0 0 13] 

2. 4. JDlgSlrftJg frfijgf&Bfc 

*S-f&9f-r*^*«SII«>^«Jlilf Sr£oE*£-S-iN> i6i^3»±iiBt : fiF©Jfli^jS , -&<o*lr3ft 

«it^i?)-/u4:7,^& 0 n&fcffoft&aiWv v f y ? * 20 

ftT£*K J&Aic*s^-OA, a^^s^^snsas^fjfs^^m^^sft^ CM a ! 0 
nne et. a 1 . , 1999, Clin. Exp. Metastasis 17: 

i-i4) o *.m&<r>m+mm\ nmm&mm&* tee, wsv 

, & tffiSJ&ft 4 £tr# hPSS£rai§#tte>*tTv»* (Fo I km a n. 19 9 
5, Nat. Med. 1:27-311, 
[0 0 14] 

Jfi«* s 2 - 3 m m 3 * ±0 * t "CWgl' 4Ci t* « h ^ r>< * £ ft ti#0J&lf ffl t 

(Folk man, 1 9 9 5, Nat. Med, 1 : 2 7 - 3 1 > « tfAtf^&JlnJf 

iSl^fflfl&ttJSia^ (FGF) XO , AffrtStfl(3SlE3^ (VEGF) ^(O^m 
§ftiOI»afia^^7^^wa(fS:i&5ii-«> (Ca o, 199S, Prog. M 

01. Subcell. Biol. 2 0 : 1 6 1 - 1 7 6) o BRUSHY 

(Folkman, 1 9 9 5, N. Eng. J . Med. 3 3 3)1 7 5 7 - 1 7 
6 3) o 
[0 0 15] 

2, 5, fam%t&R± 

tti^^T, JSiDltfffiH^ttl-fttOtRi&SiDfc: (C a o, 1 9 9 8, Fl- 
og. Mo!. Subcell. Biol. 2 0 : 1 6 1 - 1 7 6) 0 
guIft£><?>B^cOT a • 7^f^?f^, IK^L ew i sttM 

D a #>/^*fi¥14l8fM"C*oA: (O'Reilly e t a 1 . , 1 9 9 4. C e 1 so 
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(14) JP 2004-500042 A 2WH.1.S 

1 7 9 1 3 1 5 - 3 2 8) • t hKjfe^Ttt* ^>Bi9X?-eW7'?75 

• T^^x?^y^EEict^^jffl^|*iMli^$T«> (0* Re i 1 1 y e t a 1, 
, 1 9 9 4. CeM 7 9 : 3 1 5 - 3 2 S ) 0 7 5 * 3 ^ - g #ii**> J; 

0 4 if i/^ JS&IBII&-& -mmmifctz TV*?* x#f7niRHA 

^ £ & , £ UK 1-7 ^ o 7 t - V&T V X 9 f- > £ OA Q T'& £ C 1 i> Sf <b ft 

3D^-|!» (GM-C S F) KXvXmmZtiZ (Dong c-t at. . 13 
9 7, Ceil U:80 1- S10) 7^«A?f^| 

-~£imMMkK3:vXmmm!kZfr& (Gate I y c-t a I . , 1 9 9 7, C a 
ncer Res. 56:4887-4890)* WMB^Z^T&£M^ ■> * 
*^^f-v*100mg/kg/SO»aE I' & £ i T\ #1*Uft ffl 4 L K ii^lfSi 

f 0 ' R e i 1 1 y e t a i , , 1 9 9 6, Nat. Med. 2:689-69 2 

) o 

[0 0 16] 

? *U S *l£<, t > * ? * > J: tg * Hut) Iff *r£t>B#WJg it ? *) > » 
^ A- 5 (kringle 5) , /7A?;-fy©|5^,'y^^. **tK« 

fi/?"^;-^^ rt* jjflpu j: -stitt* :tm, fcffitre* 

S (Gao c-t al«, 1 9 9 7, j . Biol, Chc-m. 2 7 2:2 2 9 2 
4 - 2 2 9 2 8 ) o 
[0 0 17] 

F a y fir > ^ ^ f >^)f icift S tST^I ? It (0' R e i 1 I y 
ei a!. , 1 9 9 7, Ceil 88:1-20), %<oWM ewi s W«B-C 
iifr < *X 5 fiff ^ITIjo^o d^^'/f- Kii 2 OkD a^S^it^fi^^L, 
*©EJ!lll3 9-y^XV ITT, **4*:3?-r>{^o9M-?-WittLT^*NC 1 fclf » 
ff (Oh tt al., 1 9 9 4, Proc, Natl. Acad. Sc 
i, USA 91:4229-4233: fcCFR e h n e t a 1 . , 1 9 9 4, Pi 
oc. Nat!. Acad. Sc i. USA 9 1 : 4 2 3 4 -4 2 3 8) «C*i 
Ufflat* (O'Reilly e t a i . , 1997, Ceil 8 8 : 1 - 2 0) 
( ^xc^T t Lewis W*Jfite»fcfl>if Jia* 0. 3mg/kg/0 f>®^xx y 

u t * k it ^Mmm^mmB k mit & 0 mmiu x y k x * * > si & \-m> % 

, in vi.tr oT$>£tta£f?f»i)S*fcJt *), Xtf i n viv o^T^?il 

^x^^>-srx-(*at3a<s5^«teifeditc £ »? . m^^^zt^^^ co* Rei 

1 1 y e t a 1 . , 1 9 9 7. Cell 8 8 : 1 - 2 0) « x> KX?f> s&m^ « 

k&^-c, m®mU0B$-mmm<v&>ktkc& (bi ezu-ger c-t a i . , i 

999, Nat. Biotech. 1 7 : 3 4 3 - 3 4 8 ) „ 

'? V - A itf:x > K a j^f 7 Xfi7 > ^ ^ f ^ y > . s-tM 

(Chen e t al. , 1999, Cancer Res. 5 9:3 3 08- 33 1 
2) o 

[0 0 18] 

WC**l»W^y* K(C**itT^* (0' Reilly et al., 1 9 9 9. S ?o 
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(15) JP 2OO4-5O0O« A 2004,1.8 

cience 2 8 5 : 1 9 2 6-1925) s %-k%$L Y D >V y(:{J@i^if jft 
mmt £ ^ ^P>e^Kjt4^?>,-^S^c *S6K&1i JU - 7o Big J: »K 

[0 0 19] 

Da N*SI^4 0kDa Ct«?W^iit (Homa n db e r g et al 
. t 1 9 8 5, j. Am. Pathol. 1 2 0:3 2 7- 3 3 2) ;7"o^f- 
><D1 6 kDa 9>*9&mWt>i tC 1 a p p e f a 1 . , 199 3, End o c r 
inoiogy 133:1292-1299) : S0 ! i'l^4 S^<?> 7 . 8 k D a 9 w 
> /«*4HBBIfJt (Gupta «t al., 1995, Proc, Natl. Aca 
d. Sci. USA 9 2 : 7 7 9 9 - 7 8 0 3) A^ift** 
[0 0 2 0] 

f F (Ma i one e t a ! . , 1990, Cancer Res. 51:2077 
- 2 0 8 3) Js^-^I^WH-CfflinHT^/B^/fK (Tolma et 
al., 1993, J. Celt Biol. 122:49 7. - 511); h n > 20 
a*Vv> ieoSfM-Uffl^-r* 1 975 ^S^y-f-K (To 1 5 ma et al,, 1 
9 9 3. J . Cell Biol. 1 2 2 : 4 9 7 - 5 1 1) ; RV>\ M MfeB« 
iZtelfZ^Wi n v i t r oW«li|»iMffi n v i v 0 2 - Kv9*-£f 

^ (Ledda et al. , 1996, Nature Med. 3 : 

17 1-176) SPARC^m:lB^t^2 075/^/f K (Sage et a 
!., 1995, J. Cell. Biochem. 57 I 1 3 2 9- 1 3 3 4) # 

[0 0 2 1 ] 

itscffi^i-^ 1 or? ^asNftcoWl^^^ KfcrcttSrt/Cv** (Cao, 1 9 9 8, 
Prog, Mol. SubceJl. Biol. 2 0 : 1 6 1 - 1 7 6 J: «tKR 

[0 0 2 2] 

^ K^-^- 7 (7 5/ SAr g-G 1 y-As p) >"f- ^ V > * v ,9 3 tf>|£ 

IN - * (Brooks et al. , 1994.. Science 264:569-5 

7 1) o Ciftf*, RGDtf- F^Wfcf l-n^f^-gr^ « 

BSJltVt (Hsmmts «t al. . 1 9 9 6 , Nature Medicin 
e 2 : 5 2 9 - 5 3 3 J . -f ^ t ^ U > * 7n * - „ piRif, * ^'7"^ 

!>JB»^ii ; fT* J l8i61'»C t^S*lTv»J& (Brooks e t a I . , 19 
94, Ceil 7 9 : 1 1 5 7- 1 1 6 4) * St) 5 ^ >f > 

7 N G R (7 5 J fSSA s n - G I n - A t g ) * ft-fr ^ K iip^&ft 

[0 0 2 3] 
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(16) JP 2004-500042 A 3004.1 .S 

Ufa) %&&<o&fMmw4>mn%±^m%£c&* aPAgsmi. 'j^m 
t x i) , at «f *osi»Kai!ix^K .£[.5? * * > %m * * - k * » & • * 

?y^^Ffa*«FA mm H M?*r£ , (m i n , eta 

!., 1996, Cancer Res. 56:2428-2433) £ V<g«! (C r 
owley et a!. , 1 9 9 3, Pioc, Natl, Acad. S c i . U 
SA 90:5 0 21-5025) %<?>l J-* M*fcfta*7 

f- h*«A? ty*77- v • ^ VWtK J:ot|^^?iiT 1 /U-> (Goodson e 
t a ! . , Proc. Nat 1. Acad. S e i . USA 91:7129-7 
133) , £$r#*>'J*ry K, uPA««14*#f^ TT&StWffiSfcTn* (M i n 
eta!., 1996, Cancer Res, 5 8 : 2 4 2 8 - 2 4 3 3) » 10 
[0 0 2 4 ] 

StfdU K«D*M££«#i$£t!fe (65kg, T^^b^ 14 3 1 b«D¥$ft$ A&U 

gStii^-ejji or, S»i&iR«o £g? iz^mc « & „ 

[0 0 2 5] 

2, 6. /cg^i;*^ - 7t * 

3'J3/>E3 Co lE3iBf4S) fi^ t ') * 5-' > , -t&fo"^ WKWfctt** 

/ A ^ 7 NflS^**-*-*;: fcj&*?§4 (K o n i s k y P 1 9 8 2. Ann, R 
e v . Microbiol. 36: 125-144) <, ij[fx_T. r ') * ~> ^ft±ti 

[0 0 2 6] 

Co 1 E 3^»f£*j£i*-£<^>/^ff £&offl*>5>$>£ U* (Nornu ra, 19 
63, Cold Spring Harbor Symp. Quant. Biol. 2 
8: 3 1 5 - 3 2 4) , ColE 3ffit40#^(ifflS ') tKV-A*> 1 6 S«fr (C*Ki, 
3 0 S&O 5 ? OS 1 ) #v-AK^a?$S) '9 CB o wm a n e t a 1 . , 19 
71, Proc. Natl. Acad. Scl. USA, 68:964-9681 
, -e^r&tiii'J *'v - A<9ftfi&*&u* (Meyhack. 1 9 7 0, Proc. N 
a t 1 . Acad, Scl. USA), ColE3 «0lS14liR NA %W&%<» n *>~? 

Jj , EN A <?>##ft & £fl&ti £ D i^*, mRNAH**SBH4 9J!n* « 
♦ KTIPJRU mRWAii»6«t R N A 5H§ fc , J: Co 

IE3^)«^|/T- *iS148\ 4jljo * giWH5El-*<&T?i±fe < v *<t)5i-tt *t 
(Saunders, 1978, Nature 274: 113-114) 

o Co i E3 tAswaua© ^sis cFnR*ii at & - 

[0 0 2 7] 

■£<DKi£B®fc£v**S\ C o 1 E 3 f* 1 : 1 Jt*o 5 0 kDaWl 0 kDa^^^B'- 
0kDa^>'^Hii*»l4^^/^.f (t*fe^> #1) tUTflsfflL, lOkD 

a ? ^ nmmm t l Tfts-rio sokDaf^-n < t ^ 2 o©«ai ^ 
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JP 2004-500042 A 200"! .1.3 



ky, 1 9 8 2, Ann. Rev, Microbiol. 36:125-144 K 



jfcK ftlffl £ ftT^S , Di az 6 ( 1994, Mo K Microbiol. 13: 
855-861) ii, Col E SDZiLh 2^cDj&'^$\ * GftgH) N *> 

ft# ? itft ^ - r 4 V ?m\\ t LX U K#* 6 %£& 

3*i4J: TK^BtLfc* ftfc/h*7\3.~v f*^T««aiiiCo 1 E3 

t- - ? I> 4 ftR-r * ^7^5 K ft L £ ft T v » * 3\ * <D -7 7 * 5 

^ ^ y j. $ & < su<?> -> trx y >• k irj \) x nse k tug $ *i * o«&ti« ? ft « 



3 'J v-> E 3 (Go 1 E 3 ) ii. Si«l.iif^I fFiska c-t a!. , 19 
7 9, Experiment ia 3 5 : 4 0 6 - 4 0 7 *#Jg) *-g-fr»l&S[fl&*IIIJ&K 
MI-^^^^ffllt^^li^^^^T^ct^^^ftT^* (Sma r d a f et a I, 
, 1978, Folia Microbiol, 23 : 272-277 t#JH) 6 Co M 

i e 3 <omm 80s m&m •> ^;-A«>4osf r.*- ? y $>m® t-r & (Tamo 

wsfcy et a!,, 1973, Biocfiem. Bioph.ys. Res. C 
omrn. 52:327-334)o 



*DJl8eolffi*g8£'e, M L. fcj£f U is w T&&WMi>m'ir T& Z. t $ ft r_* 
ftM^ftfir?4tfto Nauts et a!., 1953, Acta M e d i c a . S 
candinavica 145:1-102, (Supp I, 276) ; JVShe 
ar, 1 9 5 0, j . A.M. A. 1 4 2 : 3 8 3 - 3 9 0^»Ct 6 

, Lee «t il, , 1992, Proc, Natl. Acad. Sc » 
i . U S A 8 9 I 1 8 4 7 - 1 a 5 1 (L e e RC J 0 n 6 b e t a I . . 1 
992 r Infect, Immun. 60:2475-2480 ( Jones it 
v i n v i t r oTlHfcWJc «? 4*4 ^ < ^&t)*HE p-2 Ce MSMi ffl 
Jat^fSUf^H-* *9jS (Salmonella typhimuriqm) *>5fcJ& 
W#*Jjl«Ufco £ft?>« riftflftm (liyperinvssive)J &S&SEilfr 
tt, HEp-2 aM^|cMPt^^4if^^^ii*!*|Il]©J^^«t^^^ii5il^ 

■fflSliftfl9 J 14*^**7Sfc{iiHiS«tt (pan-invasive) s53$£>fegma«* » 

[0 0 3 1] 40 
Carswell et a 1. , 1975, Proc. Wat 1. Acad, Sc 
i. USA 72:3686 — 3669 $±v tr VHM*|g&i7 * + V (b a c i 1 I u 
s Calmette— Guerin) (BGG) ^ S^t L v X T* T N F ^ 

feCACt ^Uo c^^4i)iSOigStU t B C G mt "CO* Jgf O&^'fb^Pi 

snowski, 1994, Compr. Ther, 20:695-7 0 1 :Bar 

1 h and Morton, 1 9 9 5, Cancer-. 7 5. (Sup pi. 2 ) : 7 

2 6 -7 3 4 ;Pr i berg, 1993, Med. Oncol. Tumor. P 
harmacother. 10:31-36 ££JIH« i i 0 50 
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(IS) JP 2004-500042 A 2004.1.8 

[0 0 3 2] 

L *- Lti&b, TNF-it ftmktom&~> a tmMK m m * ± SsfcO * % fc# *) 
, fesiiz b *>XW&1> t < im&tt%$%*%~f (Bone, 1992 
. JAMA268:3452-3455;DinarelIoetal., 199 
3, J AM A 269:1 8 2 9 - 1 8 3 5), ? £>K> TNF - * WfflSaR^©^* 
*tt(*Wa4ffi*efflOi5f!5rPIKT*-5fc a TNP- ff ^^,i/^14-ci±&<, {Sit 

[0 0 3 3] 

2, 8, mmm mm 

, flljtff, |lAMXf?y>f + -t* (HS 

V TK) 0&&fcm»-C#ET**cii!^MiTi/»* fPawe I ek c- t a I. 
, WO 9 6/4 0 2 3 8 ) o 
[0 0 3 4] 

2 , 9 . B fc %ffl 1 ■? tf V A KiaTWF-. <7>M Mg>M^ 

zt&P awelekMPawc-lek e c a!., WO 96/4 0 2 
3 8) KAoTjjMfegfcA:, Pawe 1 ek6li, * 'NV'J kf fa (ML A) M 
&?>^***n- K^**- (Rhodobacter) : 
m t L. o ML A «§t JH^'ffiv' 3 7?^7>?^7fa.Tftfflr^ 0 $ fc, P a 
we 1 ektli, 'Jtf KA£^JftK#3tf;&$3&S5UDF-3-0 (R-3 0KKn^ 

i'A (Ke I ley et a 1 . , 1993, J. Biol, Chem, 2 6 8 ; 
19866-19874) ] ) V KA£-&JftgKfcatf*a£^W&&0>fcffi*£ 

^L/^o Pawe I ek&tt* f i r A»e^ £tf 6«^M&W<JV<t>T NF * * 

[0 0 3 5] 

ifclijlr (Escherichia c o I i ) te*v»T„ 9 tf KAtf>*58 * .'J ^■f-MfcW 
HSt*44g^msbB (mlt) fflSSftT^4 (Engel, et aL, 
1992, j , Bacteriol. 1 74 : 6 3 9 4 - 6 4 0 3 I Ka row an 
d Georgoponlos 1992, J. Bacterial. 174:702 
-7 1 0 ! Some r v i 1 I e et a I. , 1 9 9 6, j . Clin, Inve- 
st. 9 7 : 3 5 9 - 3 6 5) <, ^Oj&fK^fcfc* 

tiUATNF « ©H#*fiT&*^ (Somerville et al,, 1 
996, J. Clin, invest, 97 I 3 5 9- 3 6 5 ; Some rv i I I 
e, WO 9 7/2 5 0 6 1 ) „ UM***^ £ ft £ Slg^K^ 

»» a sms-?** mm * ic*f^4^:a^uii^^^ 

[0 0 3 6] 

SSI * H & ^Igz? <•- gcf> LT (Bone, 1 9 9 2, j AM A 2 

6 8 : 3 4 5 2 - 3 4 5 5 ; &CFD 1 n a r e 1 1 o e - t a 1 . . 1 9 9 3, JAM 
A 2 6 9:1 8 2 9 - 1 8 3 5). £ tt h ^Si-ttfi-T . «t£*fiKtt-*-*If14Ji> 
t N#rtWfflffi<^#fif:^*tje l *#*t1sl«K't*i»rjfe^** (Ts c tap e. 
1 9 9 6, D TWDtsch Ti erar tt 1 Wochenschr 1996 
103:273-7:Ramos et al. , 1996, Enferm Infec 
. Microbiol. Clin. 1 4 : 3 4 5 - 5 1) 6 
[0 0 3 7] 
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(13) JP 2004-5OT04J A 3004,1,8 

Hone and Powe 1 is WO 9 7/ 1 8 8 3 7 ( THoneSWowe 1 1J 

&<> 

[0 0 3 8] 

Mnkel 1 , WO 9 8/3- 3 9 2 3«U T NF a fcff^SftittfclTffi^JV-?* 
[0 0 3 9] 

Bermudes^WO 9 9/ 1 3 0 5 3I±, ^K+fCfiltimB bBl£T£ 

fr-f & ^tL-o Low c I a i . . 1 9 9 9. Nature BUtec 

h, 17:37-47^ - i » 

[0 0 4 0] 

■fc * f a > 2 X ti*ffl<?)* & <9> £ * £ 5 > K i j- % * 6 $ * &%St1SLW I X 1* Wl Se ii 

[0 0 4 1 ] 
3. &^03S% 

#36 19 f± x SMS; f * 1 o &± ^*x7i^- ^slt4^ft^ Jt#-r £ o - o 20 
o^s^Skis^t* £<fc£Bsiifci"<JM> i oEii^i^ a * ? ~ JgjttJ* 

fiTSHtfc****? (S a loione I la) <0 J: * frMbttftllttMti J; o?p 
[0 0 4 2] 

mumma 1 'w-^7 £ ^-yt^- n** * * £ ^ cjasf 

Jftff $ ft * «> JM©**®*!*!* , 8S#ftJHMft4llWtt 1 r3J£L±w-*Jt 7 * * ? - fr* 
*a- I oJa±<!?S»^*%Si-4 Jt $ fcfc&J-JSft? ft &<, £(5?|t*iICft 

U, 1 owffll^**@SJJS*<ogpfi;-e 1 oJ^±(d-^j: 7^?- ft^* - K-r « 1 
S^m-^ftwto^**, t<B£tt$aRwjw<©ttrt"C«u gmtttfft*ftMli[#*'£ 

[0 0 4 3] 

■t&oK%fflT**<, *BBiWi*+-pfflv>& ri$i»«ftftj 4fc«± r@sge»s:tfr«ti- 
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(20) JP 2O04-500O42 A 2004,1.6 

ft*****, 

[0 0 4 4 ] 

fife, ffi&k mm, MM. *j*x*£tr&Ziit!> 

KiBe>*«*^ &e>*j&&3«©£ft*e,ss**£ tkieai^ff* 

So 

[0 0 4 5] io 

i**v»^. fij9^@?« (tm f - «) .mm-imm^p (thf-^ , tnf-« 
m&7$ J— -> xmmt i> v (trail) , thf- * isiefett-ftu i »jfi*sft 

MM 7 (TRANCE) v TNF-*l3!^33v»T#h-->*1B!#ig>S (TWE 
AK) » CD4 0'J#7K (CD4 0L) , LT-a V)y*Y*isy«) , L T - fi ( 
y 7* |^>7,s) , 0 X 4 0 L fOX 4 0 K) , FasL, CD 2 7 L (CD 2 

7 l )ff> K J , C D 3 0 L (CD 3 0 D K) , 4 -1 BBL, APRIL (igftSMg 
14 V #7 K) „ LIGHT (ftttfcTfllteU J: f> g± Sfti 2 9 k D a £ -f 7" I i KJ|a 
?7/^f) > TL 1 (ffilfii?E@^-1f-fr-f h*.-f >) , TNFSF16. TNFSFl 2» 
7, fcJ^A I TR-L (l&fflUzX. *)»#3ft;&TNF R 77 ? S"«-©»J # 

(THF-fi) „ fie^EB^i} (TNF-jJ) , T NF - <» KifcT* h - 
1tU <T>K (TRAIL) , TNF- * WitfStkfkK Jt ►)1W»sn*''M 1*4 V (TR 
ANCEJ , TNF-oiS^7#Ky^l^l (TWEAK) » j3<fcO t CD4 
O'J^F (CD40L). ifc 14 i ft <&W«fife1t||ffr 
[0 0 4 6] 

, 7 y^'$ z.??-y, $A s et$i&Ty?- V tsyh: y j j i „ y i 7d %9-3-y<r>2 9 kD » 

6 kDa 9VK9%5s$m?\* id**4B^7. 8kDa?W 
B##l8rH\ JM'h«»4 Si^Mf Jr4 2 4 7?, 7fR»f>i\ 13.4 0 £ ftiN&JJLlfilg 
$r±0^ y tiy^7,t'y yiv>tfCta.%$i&.2 2r?/i^/f Kt»M\ SPARC*? 
ft»ff£2 0 7S /ft^y-f KBfH-* RGDfcJtfNGRfrStK*?*}-** 7 3-7, 

> + a „ fi 9 &J:CFVEGF&'#&»^7-f K7^^~7 VjF&fe, *glJJ 

y i k a y v y # x # y -7 7- 1 ontig^ if # & „ 

[0 0 4 7] 40 
9lT*>tt£«>$ £ » ^ X „ * $91] © -ofc^ 7 x * * - JMftflW* * •) ^ 7** K 
=t) U < ii^7> $ fcti^ttffittlltH-C*-&o fflJfeftStt* 9^7^ L < 

mm^wmn^i (chfd , mmm-vmnmy-z (cnf2j , p a s 

tflurellamultiocid (PMT) . Pseud omo n a s ft# 

>■ 7 7 JU^- y)^7^7i7- £afc&lfi*ai-e<fc SCAAXf 

/^e, P 53, p 1 6J5J:CF P 2 1 4 L.^^-SBlT-ii, -^7^^- 

:^ti'"< ? ?V T\*)-9>*V*- V$>*$\ ft 35* ;^7'J^»7T^ ij 

■P'Jtf-VyfttU*;//^* (BRP) A7f'J|v^77 5D 
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(21) JP 2004-500042 A 2004.1,5 

^ V-<vsy^-<7>mk LT, Sllg-f ColB'l, CoiEla, C 

olElb^ Go !E2> Co IE3, Co !B4, Co 1E5, C o 1 E 6 , Co IE 
7, Co IE8, CoiE9. 3 »)->;> A* ^y->>K, ^V>>L> 3»J>->M, 
Tv-^-DP 1 3, ^Xf->"/Al 12 2. ^^7^03*^^ 1 5 8 0, 7f'JvV7 4 
23, t'^yVR l^L<liAP4 1, ^tfv^A-2 1 6, £ ICFt: 

[0 0 4 8] 

T^Af^'t— -t\ 'j/^-e, *x*y/<~i?, ■/nt7-t\ 'j^nT-f (co 10 

I E3*l<) , DNA7--t\ *i^9 3V^-t*m» Hf^«i^]ST(iv 
[0 0 4 9] 

s *t a e a <g£ s^si -?i± , ^twii^a® it 1 o tt±^>-^ X7z^- 

5***3- K-tft 1 o &± <omfr?& t * J: } £ ilfe^tfft ? ft & <> zv^m 

wm ©aaxw , g&Mtsm was tttfE - ©go * »-e & « o i © hm^ims « m 

[0 0 5 0] 

„ 7n K^^sa***, yyf-t^^^t, ytf-y-fA, iKKfcir) 

[0 0 5 1] 

r*x7s * ^-fr^ii, fife* t|8s, «9rl v SI, v-f JV^**tf#i*t* 

k m *> & ^ , * & e$q e>&«N 4 lit a> i t § & o # se^a^n k u v >t * 

~ & 7i^- SH^iffil ® f fc Si >? -f XUa*t4t« & » < O 

& 0 ^^O'fi^^i U*SWIMBitotiU -^7 * * ^-jf^-li^-f ( 
TAT) T$>&<> fjKttoJf * L^**^SRT?ii\ z:^^-7^^^- 

[0 0 5 23 
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(23) JP 2004-500042 A 2004.1.8 

« lc J: l) ^ - K $ H 4 x 7 * 7 * - #T * £b§5#ttfi5«ft#l£ £ ISflt-f a 0 

ilUi7^?-ttit ^«^H^^® <fl*.tf, *>V**7> 

T'&oT*! JU>L> 4*:, (WjLMT, h5^X7*^ T- 9 > 

:'r>^ 4 3 - ft? £ o i7x^-W> Ki" 

?-<9$l£ LTi±. SHEI-fcfc^rrtffc^dS Te t"/n t rc 

, p e p T s lac, SdlA, p o 1 II (din A) r « v , r e c A, u v r 
B, uvrD, umuDG, I c-xA, cea, c a a r ecii, fc^^cagC ft&fc 

[0 0 5 3] 

■*$&i§ti$ mmmmmfrSMmK £ ^>Tt^i^?i* ^^^^ 10 

tiU Omp -fi ^ ^ K i 7 * * ? - H * L < "3 * #ik» *f> S 

*LT^*a\ iiwit*7 * ^ f -^tmtif « j: ici<, tmthfr&o ^ 

< ^ jfil&Sg U £ t'T, i 7 * ^ * - fr^ te ffl ffi^R's© jUjg*^ SB * ft & o * * £ 

•?'te&'/^\ Omp A, OmpB, OmpC> OmpD, OmpE, OmpF, OmpT 
v sJ*-'J>tt^^/<^R, Ph oA, PhoE, 1 afflB, 0 ~ 9 * 9 v- -if , x^c 

7BfOA, x^Jf*r**^-^ ^7"* K^V a^MSt 1 ; #$ f >v^tt ( 35 
PAL) » FepA, Fh.uA, NmpA, MmpB, NmpC, * J: O'iWtt'J 

(Wxtf, LLP) <7>^it-e^i<0 : ^^< tt~a5* l ^f6*i-& 0 *&%i<D4fo<r>& 

>m®mm -ft* $&ti.omv&9 eh&« ^ii< 

, & & ^ Si ? > t frSHD ^ SBtefrla-fi' * 5S * £ & l- T i J: ^<> 
[0 0 5 4 ] 

*«f!li 4 gi«rt;IS@ftte*a&K J: *) 7 ^ 1; -/</tPtx7*??-)7 

> Bayley, 1 9 9 9, Nature Biotechnology 17: 10 
66-1067; Fernandez^. 1 9 9 8, Nature- Biotech n 
ology 16: 418-42 0: D e r o s s i f ;> 1998, Trends C 
ellBioi. S:S4-87 Sr#flS« i t) « Lr;» s oT, 7 * 'J ~^7* Kt 
^7x^- S-^. * ^ ifit * B-^ * 0 £5§4&b£«fta@ £ UST 
Jftf^t * i i te, jBSjg&C rtfift * P #S7^M 

^1 T(i v i^-fkg^.m&9 W Sii7*y-^7*^Kti7*^^ - ^ 4 s i ojw± 
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(23) JP JOO4-5O0O42 A 2004.1.8 

£ft ko^jfii^g u <fc fttf, x7t?^ fr^ti-^:* fcttz^fci? i ? * - ^j-e* »j 
7*y-*:7> KOfli LT, flfllffi-tfc ^T&S-i/^ HIV TAT?>/<^ 
7>ft'V^r*.^^^^ (^^Kv^) , * *° v «^«^?it ( 
FGP) RltfrteB?! (MTS) v toXV$m^*"<Zt?<i V P 2 2#*So 
[0 0 5 5] 

fi S , J: m lit k > y + *BEfl| i 7 ^ U - ^ 7"^ K t 

* 7 * ? ^-mewi oja±©a-fr * > a ^ t * jg^f sar * o^ss t 

* £ ? l^ftTjUf S ft6 0 i^SftBSSUfevxT, x7i^- j *> 
ii^X7 * 7 * - 45^* i) -5 &o 
[0 0 5 6] 

7 * 'J - ^ r-t yh ^x7x^- ^» 6 1 -pja±<o»-& * > ^ * 1 * ji 

& 1 oW±<&*#* H£ ^ ~ Ft* 1 ofcU^jR jH^B3l1-$ J: ? 

■ft 3 ft£ o - ^IMl-fc^T , X7^?- S^ii-* $ ii-^xv * * * - 

[0 0 5 7] 20 

v/^f^^-Ftaio Ku^mas-* * ssai- $ jti t me? »ft s n * . i t> © 
[ 0 0 5 s 3 

» f L < li, §§#OT«4£f&SiSfc J: >) > fU7x^ 

- & foB^aa suit, tett*7x?r- frT<7>&wm% s 

[0 0 5 9] 

<»]& i l- ^ £B #St tc v> t , ' S j*> ft % £ ft3i«Hb!li$«fta£ J: £ £ ffl <o|& 
s-KSftS^co) f^TU'/' 0 JfemH^HtT^xS Kj&»&4*#RK lota- K 

^ftr t jt ^ u ^#-ffcM^"fi^i^y ./ a tcgi^^s ft«>,m^i- AoT3-K3 ft-c 

flJ. 4fc«SlHBwfe»'tL<l±7*^^? KSftjSi, fttHH^tizi^i?^*^ 

-53' ; f-*3- Fl-*«B6t U< ii7*.-7^5 KtraC^O, *A:ii3lHiO«»4L<rt^9 

(brp) m^mmm^^^x. brpj±7U7->->df i 3^7 

X3 3'/v^El-E9 7*7 x ? 2 £ ? 'J -> VA, N 4 A: t*D 7" 

7^5 KO^^T*& d S 1 * L^*^SlT*ii, BRP!^D7y>DFl3^)^ (c 
C 1 oDF 1 3 BRP) ^W^SlW^a^SfSi, ftiO^ftfcfita^fi'K'- 50 
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CM) JP ZOO4-500O4? A 2004. 1,S 

[0 0 6 0] 

k m& 2 tin -* j. 7*?^-i^H44 »■& * > * ? s * 8S4-r 

v »T $3£ 3 ft* » - ^ it, Wl ft B*0£8Sto*S!feSsa«W> *> OK£ ? > 

[0 0 6 1 ] 

* ^ x , * *i * mmmmm^m s & ^ n?!^- ^ & & t 

one I I a s pp. , Shigella s pp, ^Yersinia enter 0 
c 0 l i t i c a , Listeria monocytogenies^Mycopla 
s m a h 0 m i n i s v £ JrtKS treptococcus sec, ifi££\f hfr&o 26 
[0 0 6 2] 

[0 0 6 3] 

^H9ioB%iteA«uiat»K»«>mAK«ffl^4 0 @3&g£fci*, rtflt. ii, 

?ss«, ip*«5> sums, ftfejsiffis w 

mm, stsm. i&i. mmm, mmm, +bm) 

[0 0 6 4] 40 

loftl^x7^?-fTj3 - Ki-4 1 oJ£l±oggi^*-&frJ:^ KiHS^S 

i^^^^^^tii^^ffllt^*i-4(i^«^i^^i-4>ci t-t/vt- =&4 0 
ism** zotobmmtp&mumto, «fi t<tt«3U»fe, t^^u<atft, 1 
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<25> JP 2004-50004? A 2004.1,5 

m%m, wcmiKittyK, i <z&±v>*m*>&& $ > n * 3 - v? & 1 o 

U ^^i-^ *<&J: } frfeftj&<i&g$:SM&, 

[0 0 6 5] 10 

^<o^*Mt;j3v>rii v lo^xyxH- » # £ 0 s / i ft ii j»£ f > /< 

mt ix, mmi-&i><7>'Cti%^7Q\ 4*7.77 spofoif ami 

de) v /^'J^v-*, h#-f v>5--eiH£SU {ISAM?. CPT- 

1 K h^T*^ 9-AC *j:a i GG-2 ] 3) , (g emc i tab 

iae) . tf 7 l' )\> tf y ( v i norelbine) , i^*>)/7f 7 ( o x a 1 i p 
latin), 5-7,v*n^7y* (5-FU) , £ s ' \J > (1 e u c o v o r i 20 
n) , tV Wi'try (vinorelbine) , r*^-^ f t e m o d a 1 ) , ¥ * 
v - >K ( c y t o c h. a I as in) B ?*? 3 D ^ x * f- > , 

u^-fyy, xj-#i/K, f/*"->K, tr>^ y try^^x^^, sjh:*^ 

~>>mm$-. fttomz^j h^v-ytf^if^ti&o 1 
t * $m-t & j: 9 k itis^-feft £ n ft n#f i* , & k e * >h & 

30 

[0 0 6 6] 

Hft 3MSftjs$&$>jNii& , <r)wm $ ft *4ffl*fi5*a#* t <> 

[0 0 6 7] 

*HM(iSft, #ffi^^it-enS4ro-C^*, BfcSaii, lott±<)i'7i^*-^ 

% v » t n )9>-^^®sai t jt . m ± t ft mt, * ^> / c *>i- 0 

[0 0 6 3] 

i-^T^*^ * 9«*a-g-f % o S ft , nL f±\ !»JfeS^3g»T* ! 9 , -iIRK * x 3 
77; S (Salmonel la typhlmur hmJ i if tfti& , ? * 7 xg 

[0 0 6 9] 50 
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(26) JP 2004-5O00« A 2004.1. a 

t\j mmn ii>&t% ^ , ^ a , $ * t±-&^ y±?9~ fr+vrnx £ 

& $ V <"< 7"* K t li , Tie* < 1 i> 1 * fc?- ** V ^ 7"* K fi- t^T* : (a 

Ud%^ 4>4 <H35%, #4 <H4D%, ^<H45%, 4>4 < i *> 5 0 % 
, ^<H551 4-4 < £ 6 0 %v M<H6 5%, f*<H70%, 4^4 < 
k i> 7 5 %, < i * 8 0 %, p% < £ S 5 %, ^4 < k i, 9 0 %, :^4 <ki>9 5 

%^ * li^a < 1 1 9 9 %H-t*47 ? / m&n 'My* k : ( b ) #4 » 
< 1 1 5 iiit^ t a gggg^ ^4 < h * i o mss la t .= ./ #-4 < h ii 
i 5 m&m Hz?*/ mnM, 4>4 < t 2 o«>*sc la: 7 s / #4 < t *> 2 5 

flitSLfcr?, ya»S, 4>4 < k 4, 4 0«3«Lfc73 > 4>4< i * 5 Oiiil 

« L jfcr ? / mm&, 4>4 <iU0 flj£« U7$; 4>4 < i: « 7 0«&S L 

r ?, ./ w<tuoflis l. it 7 / mm, &%<ti>9 0 flisie t ?t 7 

5 4*4 < H10 Oflil&LfcT 44 < i ^ 1 2 5«e>ttLfc7 

■5 / * £ i±^4 <H150 €3$ LA: 7 5 V *W«Bif K E« Ufc- 

9:^|±z^x7*7?-^4 3- Ki-J& U^Kfc, * h 'J^*> h4*#T 

Wffl»fctEttL£-*S ft }i-^x7 * * * - S-^ * 3 - .Kt & * * V- K(C*J LT4? » 
4<tU0«, iJ>4 < k t> 3 5 96, n<H40%, 4"4 < fc '<> 4 5 % , < 1 1 
5 0%. <H55%, ^4 < t *> 6 0 4^4 < 1 1 6 5 %. k <i 7 0 %, 

^4 < t **> 7 5 %, ^4<H8 0%, <HS5%, ^4 < i 9 0 %, 'Js% < k 
4 9 5 %v ^ft !i^4 <t49 9%IrI~-C^>^ 55 £ *oT3- KSJtft* 

« ^ 7^-7 K t ii , *?9fflSUSl L A-^fc* ^(in^i 7 ^ 9 9 - k L fer 

4v>t^ ^-/^ F@2?I^E, X ^iSS^ift, R=fe14, ^StfMlfS 
[0 0 7 0] 

[0 0 7 1 3 

[0 0 7 2] 

t 'J * v > : /^f'J:}y>il, L -Cfc&tt?* & t v ^ ,«S 40 

■C*9, lot ftii2o^7JLz v *>*^i±, 
[0 0 7 3] 

ft**i£s9'-, tlJKW^4^^-^fM¥& (c. f . u. ) 

Jt ^ 4 v ^fE^Ti- 4 «J£ t L T 3 *l & e 

[0 0 7 4 ] 50 
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(27) 3P 2004-500042 A 2004.1 ,S 

ftj ti±, T^>s3ss<^e*. fcfctiXiittiaroaSA, * ft & *9> a ? -f t*<t>#t 
<?> U ^ 7** lfs©*t|i -& i , 3tS g ft/i i ft fi r:&x 7in^©j:i 

& £ fc a - ^jc 7 x ? * - <7>it t ^ 9 ^a^fl ^ % sit nm&i & , w 

A. ft\ h ^ & 9 A ^<O^0±U->k & ft (± = * X 7 x ? f - $J^4>£ #j|±£ H jt I) 
fc^Vttfci^ -^aftii-^xy^^-^fi, W^.Bfv ^>/^ff-fr<S?M, ffi 

£ftar^x7x^~#^if#-f*S3U s*£fc(i&S]»£ffi£JB^fcifc£fl'}fc» (fl) 10 

L ft i ft r#;x 7 ^ * - ^ £ mn & ft tit Pi o * TOS fc * ^ 

T> rms bB" H#«0.|i^*^^^y^B^^lf^J i V*^iS"Cfli V»* E 
■s5 Fi*#ftJ ti, HS&HS^WO 9 9/ 1 3 0 5 3 (*«!3*S#fc, X 

[0 0 7 5] 

J»E9M>0-fc< 2M«Lfc < fc 3 y 20 

<H20 «jg§£ Lit 7 7 i*3i%S, 4>4 < 1 1> 2 5 UoT?7 m%%, frit < t 

^ 4 ofli®au7 5 7«ssi£. ^ <k$B ommmifrr s. /tgi, < t % e 

0fi%ft L ft T ?, 7 mm&, iJ?4 <H70 I ft T 7 j£&& <a80i 

B»LfcT * 7 < t ii 9 OMSSSL jfcT 5 7 £8£* ^ < t 1 0 0<@iS 

«U7U 4>* <tU25 H*«C fcT 5 7 < £ & 1 5 0 10® 

SUT 3 7 ®^l€>, pit <k&17 5 ^iit^ Lit t 5. 7 a«S<0, < H 2 0 0 

«9&8 u & r ^ 7 * t < < ti>2 5 omtigtiKTZj mmmr-K r $ 

[0 0 7 6] 30 
ISWBttK : ^ rttffittBr^J £ l*, ±E-** -t fi-^x 7^ 

^- jS-^-^i < £ * 1 ^clil (W^ar, x7 x * ^-iJ^o^Sfm^ mm^fr^m 
14, *> L < ii^«^mii# ) * ^.if 1- * s ft !i-9cx 7x7?- ^ if jt t 

[0 0 7 73 

»^ ? > : t < Ii^x7z ^ ^ -t>?^ r 7 ^|g?ij, 4 ft &Z<r?mm 

14t»Jt i t < £ > Hal* »? ^ K ^ iX, 5 ft It ^r^x 7x^- 

[0 0 7 S] 

SIS* K 7 -f > > H£St@St^jS K 7 -f ^ , Sft !i i 41 ^^*) * t"*t ^> * 
,l:#6S)MiST-!i, Om p-tf ^ OfflpA> OmpB, OmpC, OcapD, O 

mpE, OmpFs OmpT, V ^ft^^^'^^, Ph oA, P h 0 E , lamB> 
p-^^J-v-Hf, i>7DKy^ •T'nf ^A, x^ K^^*-f— -e v ^<7"f* 
'J sP^^^^H (PAL) , FepA. FhttA, HmpA, WmpB, Nm 

pes ft^3Eg^naiu >/^h (fi^tafL l P) < t t-tot* 

[0 0 7 9] 

im § *t ft : o * r»». ? H ft J §^<fc«i^iftM# f* , %X9v*>? 

U4ft{ir^7fflt («>Ltf, S ft tiJ$St4'^S«u^ 50 
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C?8) JP Z004-5O0042 A 2004.1.8 

%, 2 0%. 10%, *L<f*5% (K4*1S£$) UT^SA* 4 fciiT 5 ./ 

[0 0 8 0] 

K|CJ;oT3- K?ft£^T (BRP) , 3'Jy>El~E9 

J: <? K J: >3 3- ft* B R P ri^f & ft** in 
[0 0 8 1] 

a v ^ : jUrrtUfe'Sv* a ? * fi , TNF-aKJt«j B$fe**l*tl'fr-* ^f*-f 

^i-awa-ffi* 9 y ? %mm-t&%-v>mMmij*&t 1 o^g**: its 

lf*$>ft*o 

[0 0 8 2] 

(tumor --targeted) : Wit i tiU 3NfittOtt&»lj$LS fi 
£ft&o ftoT, jw**?^* o^H&iiiftffiSJi, ffite«ofcftillM&£fctiJBSi&J*K 
[0 0 8 3] 

* m±> , i * tiit jtt&ia- -> 3 ? * t&To&ftte &m *#jso * af#t * tea * ft * 

10 0 8 4 ] 

ft*>£&VNP 2 0 0 0 9 (lIR&aWWO 9 9/ 1 3 0 5 3 1 , 
YS 1 6 4 6^J;^4 1. 2. 9ii> £&ffijfcffl v»f>tt, -eft^'ft, Amc-r i c an 
Type Cult (ire Collection K^3t**i, £ 2 0 2 1 6 5^ 

sAmeriean Type Culture Collection K#jt ? ft, ftft so 
#■9-2 0 2 1 5 4^A.?>4t.fcft*}&to 
[0 0 8 5] 

*%m&. &TKff*ft®tt®w. &&m%mwi0>mi* &*vi&ttt>®m*&f&tz> 

[0 0 8 6] 

pas © ffijL ^iftflt: -o ^ t t± *9t»© jg&*#fla<*> it,. 

[0 0 8 7] 

mmimmmmmmn^^^'X , m^^^^mm-yk^y ^~^^m « 

ffiR i£\ TMP-*Kjto Tfe C v- av^l * Is] fit** t fUA* A: h~t 

» ii. 1 oMl©-^x7 x ^ * - J; ct , 1 oJil±<£>-#x 7 

sjefifis^smfc^, lojajto— 1*^-5^* jt£H^ci&CT\ 10 

mfbEMttiiffi $n£ii.£ jt t * c £ * £g~$-* 0 ti^ *ft^«?>55^fc 

mmm^ymmtt, &&&&&& $&&mLi&%&w^&i)* zmhit, i^>w±w-^ 
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(29) JP 2004-500042 A 2004.1.8 

[ 0 OSS] 

n * ft v * £*±M£ l < fc^aiftis fCTjttaf, Ms l < ft^g^wj 

gftgOle: J: o TMfcB3r&ii1-S it^THs ££#-<>&Sttfr £i£*«fl*tft » 
£^iif ft, *Ji" : e*^^iSWl:S®tSWffllUJ:«3^jt$it4, loMlo-^ 
^ * ? * - * 1 oWJt^)Z^i7 * * ^-^^lUII^l 

[0 0 S 9] 

a ft , t* , 1 ofrfc -c&a^ * > i *m 3 * 4 jt 9 »ft ? ii ft %m 

■r * *s + a • -n *»a x* (i , is#ttttmattQ a a > ~> t> f U7 

mmimmmmmMii, ^rt^^-f^vt, ^y^^^^-mmwm^i. ^v^t?- 
&3r#-h ft > ^ stasis -a-* jt ictift & 

*Jffc. 7*V^/f Ki, i7*^-^$>fc*ftl*-&*y/^fC£&?i3*ftj: 
* £ Ml * o ?^CS ft SU t 5 ii, MttttMttifflS t* > •> ? * * * 7> 

f J^^fi *&l*$^ftJ; }fc»ft3Jt&<> i3&ffc»<l3ft#inittx *^^)loa±^ 
[0 0 9 0] 

i ft. ftm±fi s s s *t*sfls t „ 1 "oja.±o j. 7i?*-)>ft3-Kt4io 

«^$*i.ft^ftJS»lg««ISt, £#^TftE^«^iiS$Tft<, *SSUI!(i 

v ».ag±ft#s imt > i o^vm&tyj** f & j: *>* i ^ 7 * * ? - # 

Kxft lofcLLwgKJ^fr'g-fr* 5 K$f^Mift§l^fcBllfI#sMt , 

=rr * m ft 0 

[0 0 9 1] 

, ^t'^tftlli^^^1-ftii:^^/l^ftft^tltmi-ft 0 *H^(i^ft, gfitc 

m%**%m-& jt ^ Kftff ^iiTtss^tfiSHswassa^ft 1 *$-^-eft**s 

i ? 4 ft St 1 -=>JA±©Bfc*^ J: 1 -=>Jal±«Jt7 * ^ ^-ij- 

, 7-v, 7^>, f fti±7?) T'*^ S*»tff*L<li, »4StttfT*4 

o Hasans©*!* tt\ ffis-rftiw^tift^^ '^^B^f^K, 
*s w*s 0p#.ffi> mms&ii, ^'j*-^, wmm, nm, mm ™ 
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(30) JP 20O4-5OQ042 A 2004.1.8 

[0 0 9 2] 
[0 0 9 3] 

fcfto-^i?** ^-SH 1, : 7 x if - i (Dft^S(f>/:ft»^i 7 i ^ 
[0 0 9 4 ] 

5. 1. ai«^»»- 

* 0 O^f^'fll ^ % ft £ , ftt$ Six: tiiifeSEStISS ^<fc * i§&TblB% 

/u**5tt (Salmonella spp.i v s^ffl (Shigella spp. 
) % ^^-7 .ij-tDsilf* (Yersinia enterocolitica 
) * <j 7, t x ) y (Listeria moaocytogenies) 20 

^ y^X^ (Mycoplasma li 0 m i n i s ) , « J: tfi' y^nmm (Stre 
ptococcus SOD.) a^rf^ft&o 
[0 0 9 5] 

3i*-f t* jr j>m B^%&mmm' e*w- ^ ft & #e 

, *&ijit« ^s^ffiffl t * » mmw t-m % 2 * a jikt *;t a*? § & 0 n a # 
, &&ummM%^&£&&m~r&iim^^xtt, nwfwo9 6/4 023 

ftMtee&isgoflH** Bfiftfcffiwo 99/13053 £ #ra»*K±:fc*i& 
*ato u^ssn*ftTv^ 0 *&9j*>#£«>*s^»'ewu aMfcttasno^gr?*! 30 
m * ■* * £ t k j: *j , is#f b s £ f* M & tzmmit-rz zhfrV*** 

[0 0 9 6] 

£«8)IHg*IS&-*"«>o #S&B«>*f* L^*i#itii> iy* ova 
U*fr * K* 3 - KT* 1 ofeL±ofe#£* *II51T* X n u&tf $ ftfcSWbJB 

[0 0 9 7] 

^ jsjccfj^ > ^ra^f % ft, i i &mmit s imztmm t tt tim&mm 

[0 0 9 S] 

5. 1. ] *)r*>** 1 5*<Z9- 
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(31) JP ?004- 500042 A 2004.1.8 

4g$fll£$£ll UT , #3111 l oja±OBI^#' 7 Sis J; LFi^KEnt , #ISW^) 1 
^ 7 7 - 4: B&jg £ £ j| JI* & O MTfi! ft ft$<^3#tt««tt*BI I * tW & - t 

**-e § « o 

[0 0 9 9] 

J:9"Cg4LS4««fl)l^ t flfejUufe^ «}, £ftM\ UtAg14>' a y 7 ^KlRil w 

(Bone, 1 9 9 3, Clinical Microbiol, Re- 
vs, 6:5 7 - 6 8) <?>r^K, SUfilftWJJH^fc** ^T, :£||f¥§'?\ ^V**7 
* - ■£• fcttffl -C & & Jt C t %> £ !* , * v ^3>$H fi 7 7 - ©ffiftte 

^ ¥ - oasjice t <*> $ ^ g^ic^T , 7 * - * # $ 

lS^&^7 7-£&^L£<^[^OM£i&T*£&i oCi-Sit *£tro *<0& 
^ ^ $ _ £ j&gKfcfi: t £ c t K X a ^ ^ * & tf*«r>«*>Bllttffl<?>/6;Bfefe* 

,fiTH*:t i * <, i «> «K i k s§#ft $ ft timm a > & <fc ») $ it * 

)H'7 7, (virulence) B^fcs - VthD N AE5i0>X** fc(HJfc*Sfc I «? „ 
33*ft# :?)J;H'^s:/vlitlMil S 

7; * v v > ^ ^§£sess^»f ft a o v 7 p 7 7 - v j*3 to k r^ii 1- & e jv v- 7 7 @ 

^tf, 01*. (J, HfcfSHto <fc 9 ft x h V^y ^tJPCJS^Lt, i (4^ 7 v tf / * -f h - 

v-7#<om±isi^wm^£t^LT, ^7D7r--yiA)f#^u^m^ft* ( 

Fie I ds^ 1 9 8 6, Proc. Natl, Acad. Sci. USA S3 
: 5 1 8 9 - 5 1 9 3) <, @RSHtW0 9 6/4 0 2 3 8 0>2M tc MU X^Ki-pT 

[0100] 30 

IS&ik* f 01" £ <?T& * <> fll K H , *) ?H#ii (LPS) $ li ft li , Mttlfrjfe 
S^ffiJlftffl^ift^ST^ft^ >:W*iitLPS^ii, 'JtfKA ( r L A J 
1 LA ©Steffi <0»»^jfc tig j*KJ: i?, 1) mt^j3it*^JM#|i->3 y 7 

©ifelM4*SST-r * fc A K , 2 ) S & Jfc * «M® ^< 7 * - £ tfg'C g 4it^ t 

»ftaaa^^ft*o 

[0 10 1] 

itKJ:»?jlJft1-&ii:#-e** w LPS4-&jan*Jj>*^<-o*.<7>gt3|g|£l(&, fej:^ 

^ * 7 ft t-^ ft h z t a j&&*m , ft &k umt& &i&&Rittfm& $ ft r ^ % 40 

IRset a, 1 9 9 3, J . Bacteiiol. 175:5745-5753* 
Jti^-eo + oMAa) o iOJ:^4f^«#<f?-Pyt LT^ f i rA^J^ «tft 
*i, itUDP-3-0 (R-3 Kc^y?, ij 7 h-^ *) -7>^>'T = >N-?v 

K*5tJ4S3ep&*«HJ-j-* (Ke 1 1 e y 1 9 9 3, J. Bio!, Ch.em. 
26S: 19866-19874) „ 7 a »^^^^tM^T*^S#a >) t* K 

'^KAttiUftA lRo-y*«KO f C o i ema n, 1994, J, Bacieri 
ol, 1 7 6 I 1 6 3 9 - 1 6 4 6) „ R o y * J: C?C o I em a nttv 
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(32) JP 2OO4-500O43 A 2504.1,5 

SSJBSf * ') t* K A 4 ' # f ■ - -ewg^tett SrfiT frK Lfc<, 
[0102] 

SLfc^fcii, SBft&Hwos 6/4 o 2 3 s^e. i« <S2 3 2H 

^f^7) ££0^6. 2, 2IS (S54 3-5 lH;SH(Hb) fcESSftTfc «K & 

ifc, 9 6/4 0 2 3 8 KSStSttSifcffifrE^T, IIUHLffiiMS^ 

* 5 * iilM?- * * * v i(Bi I"* * * - * * £ i * ¥ & „ 
[0103] 

l s f ttomwmmmMMQ-titf* m®&moQ 9/1 3 0 5 

S« ms bB" V***?&m&%#<D8WLK'0\ l *X3iW 

9 - h Jttt LT , TNF-s 8fe&**fitT LT n « £ f: %, m s b 

[0 10 4] 

£SBSifc«#«HS> I. < JifltSSftfcLP SKJ: '3 *i* T N F - a j£#iJU 

(EL ISA)f, r&*<0T?-fc4H1!*ffiv»-Cs ' *» vit rotfctt 
i n v i v oTf-ffflj-r* :tfC|S s 3a.^-g*"|ii ( c . f. u, ) 

fc iJfTNF-* P^^ttdi f3 i\ TNF-« £gOK«#r**-LTv»*> C i *Sj?1- 0 

~'r>T J3 <t ^^EC0 UT , 1 O tL±«~^x 7 * ^ ? £ ? 
(Ct-& 0 30 

[0105] 

*<> *aS^>«t^K$£^, ms bB~ §SSftmt|«W-«J-^**7^}SSe^ft^>IS«fl:*^ 
[0106] 

5£teti££T?** 0 £*>J: f^JxJiU ^JU'V^Sft^rt 1 , xtfx^xft 

fepi s tat i cal 1 y) "Crt4r<» ^ft *)tliiftfefl:p^^T©^^)«l<^*a» 40 

[0107] 

3S«ft^S3!*££Ki-*>190#i£tdU ms bB" (@&fiB8W0 9 9 

/ 1 3 0 5 3) « X o V H yA!kmm<r>imK.tW&&m&%^ Bocliner, 
1 9 8 0, J , Bacterio!. 1 4 3 : 9 2 6 - 9 3 3 K J; ►) Eft & tlft ^ v 

aS«6^*M^e^SS«fl:^ I ^±^^.^#, ] £JL±^*^|5aKfc$^* J: ^ 

^-jH^Sra- K3E!t(±lfe3Bi-*S*«fl*ims bB" t*^54S4, y^WU 
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(33) JP J004-5000« A 2004.1.3 

Vt^'dmi-t^mim^mmmM^, A r 0 A, m 8 b B, PurlJfcliSerC 
K U tt * JI$>;&S iot, SMMfc S H & o T* < £ *> 1 

-*x 7iH-m> Kt 4S34(MtJBffl«Efi9»B(i, A r OA, m S b B , Pur 

[0 1 0 s] 

* 9 9 - %=tH <£ WfrK £ CT , 1 ^>JsH±<or is.?*- fr* frS&S t , 
ofiUoB^ ^ 9 <t fc"C , 1 0^x7 x 7 9 - U @ 

[0109] 

) *7*9 aS^7zn-tm ^w^Sttfr* 

[0110] 

, ftftK «L 1*1. £Jctf'H££i5> Sfctt^ fcs>?J:i,> 0 
[0 111] 

£#&9*»,1-Cfi, ^^<7?-^7 TNF 77 3 V -<F>* >vf- $ so 

fctf-t^fcSBftlliMr-Cjfcfco TNP775 L-C(*, PI£^£ <i>tf>"C 

ii^^» s , Jgftg$EB?« ( T N F - « ) , M^JEH^jS (TNF-jS) . TNF-« 

isiir # i— yf> k (trail) , tnf - « MiSf&tftft*- jt »j s&iss n 

* -fV (TRANCE) , T NF - a SS(?)i^ 7 #h » y (TWE 
A K) , CD4 0 i f#yK (CD4 0L) , L T — a -. LT-s, LT-jfr, 0X40L 
, GD40L, PasL, CD27L, CD30L, 4-1BBL, APRIL, LIG 
HT, Til, TNF SF 1 6. TNF SF 1 6, TNSF 1 7 £3 <t O 1 A T T R - L 

tr?>jis>o &f L^mmmx-a. &mv>-&x-7 mmm&m*« < 

TNF-a) WB?i? (TNF-/?) , THF-*Sfi7*'^-^j|Sit'|# 
>F (TRAIL) , TNF-«IS>£f£1±rt;KJ: »>»33*U>*>r h*-f > (TRAHC «> 

e) , tnf- a mm<r>m^T^y-^7,m-^M (tweak) „ cd4o^vk < 

CD4 0L) , & L < liZtLhV>®mm£-?&&o ZtlhKwXWL<it. m*-tt\ 
TNF77 U-«0> >/<-*B|LtKwo n, B. ^ 1999. Curr. 0 
pin. Immunol. 1 1 : 3 4 0 - 3 4 5 £#JS3 fcfc w 0 i fc, JWT«£ 1 (i 
, TNF77?JJ-^V /<- ^j<0£J|itt£&fe J; tflB¥fl; S H fc£ifi;«!)-S£#^i\> * 
Lv^i6®a8-Cfi, *&B©-*i7A**-£*li, M££B? « (TN 
F-«) , M^JES^ (TNF-^) v TNF-^17^ h->'7>WjiU K 
(TRAIL) , TNF- tfWjgSHS'ftH «fc h fi 4 > (TRANCE) 

, tnf~ <tmmm^7#h~~>7,mmmn (tweak) , tL.<iicD4o>js-> 

K (CD 4 0L) 50 
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(34) JP 2004-500042 A 2004.1.8 



[0 112] 

[Si] 



TNF 7 7 3; v—a>^ >v«- 






LT-tx 


TNFSF1 




TNFSF2 


LT-P 


TNFSF3 


OX4QL 


Tf3ESF4 


CD40L 


TNFSF5 




TNTSF6 


CD27L 


TMFSF7 


CO30L 


TNFSF8 


-1-1BBL 


TNFSF9 


TRAIL 


TN'FSFIO 


TRANCE 


TKFSFI1 


TWEAK 


TNFSF12 


APRIL 


TNFSFI3 


LIGHT 


TNFSFI4 


XU 


TMFSF15 




TNFSFI5 




TNFSFI7 


AiTR-L 


TOFSF18 



10 



30 



[0 1 13] 

^-^29kDa N*3S*JtCM 0 kDa C*2i^ SftfSSrtf.. uPA» 
y^-xK ^D5?f^ l 6 k Da ^ fr^TOH% M'MK^4 @^<o 7, S 
kDa^^S3*«*. 13. 4 o &fti-*J5i;*ff*li&0^ « 

I ©JfcjM*$r£ 2 27?/^ 7* Kjtf >f » SPARC 0)£t*¥9r£ 2 07?^ 7"* 

> 45 J: E G P 3 i^St ATO*'* 7?- h\ it t, Ifc , Or^'^n .. ,9 , 43 J: tf V 
E G F 7"-?- Y7 y ? N &&\f f> ii Z> Q 

[0 114] 

o K^^-^>!*, I I<&C*S»$>fc 1 8 0 75 ;l#-?,4J 

(37-f>XV T I I »2^X7'7'f ^li^-P- KT*c DNAiiu Gen ban 
kflflAF 1 8 0 1£J;&AF 1 8 0 8 2 Z%1-&) 0 

[ 0 l l 5 ] 50 
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(35) JP 2OM-5O0W2 A 2004,1.5 

>SfMT*4 (75*3 y-^>^>a- HE?Utf> GenbankgStfMM-DOO 
3 0 lfc-fctfA 3 3 0 9 6 ) UAt»£-T£.i: 0 7 7* Kii, 

1 - ? y > ^ 4 *£tr 0 ? y > ? )P 1 , 2 I V 3 -f-f K^aAf #r 

&#e**-r*<j5Kj!r u * y > 4 Ki±*© j: a ass^a^ [Gao^ 1996 

, J, Biol, Chem. 2 7 1 : 2 9 4 6 1 - 2 9 5 6 7) . 4feoT, *f&lfl0> 
r^^^^f ^i7i^?-f?ii, ^9>^*K £ 'J 2&J:C^ U ^A-3 

, 4 2 kDa^vI, 4 5 kDa-fva, S £fi£ ft fr4#Jt >J 3 

•/7X.^ y ^^5 Kjiw eft!*, t>*f$a91-> (ry^x 

[0 116] 

ii^ + * ^/i y k * -f > i v j- o > e > t ffisf^ffl t * mmm * - 7 1 * afro 

feU .-ft ic J;ot\ *S*Sfe/u- 7^ I- o > tr v t fg£ft E U h n ^ u > k ^ 

£&lk)i—y'v?y 0 ?yr*9Kftm9)W&K.&*)* ry*y 
uy\s><o^y*s yizzh&ftkomtfrmz *k eftKjto-c en 

try* h£}y\syk<nm eofflSffffl #as&*SS:& * ft „ (i i) ^ y >- j5^S-&fl= 
S3« (Carre! 1, 1999, Science 255:1861-1862 
, tsX&Zeyqxn&^Xm » 0' Re i 1 1 y Ml 9 9 9. Science 28 5 
: l 9 2 6 - i 9 2$) te, WWSiijfcTi'^NQ^ify**, tot 

- 0 0 0 4 s e^iCfr^f-hDyK^^^fffrttW^^^^fl'tifffBEjItSrttsis^ so 

Shirasti tc i *jft^$ftT^* (Shiiasufe, 19 
S7, J , Biocliern. 1 0 2 : 1 5 5 5 - 1 5 6 3) « 
[0 117] 

kD a&£-(?/t?z'd2 9 k D a * f jfrfSISf eft c,BfJtOl&?a^*' ^ 

.Tit, 7 4 7t2*?*>mm&*>^fi%*x- N*-r«£JG#ttBft (Genbankf 

0 2 7 6 1) , Ui^- KSftfc^^A^^JS^fcK-oviT^SaSt^ id «> 
e»ciintion) *ffl</»fc«*Ki#8!fcJ: 4 s^g*. &3 tv^*it 

[0 118] 

-ryrn'mtm^- f u pa> ffi^7>?^^ ^^^i^-im-^.*, ^ 

T^/^Xfii uPA»K5tn * # x ^ y^JSSHfls-C 1 * £ (f| ^ if, C r o w 

1 e y *>v 1 9 9 3, Proc. Natl. Acad. Sci. USA 90:50 

2 1 -5 0 2 5 ) 0 ^M^^S^l.flfii, T>?u°~zhti^ «-/*}*T>?X-Z. 50 
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OS) W ?«H- 500042 A 20QJ.1.8 

Y t fell * 7 XiNfc* (Goodscn^ 1 9 9 4. Proc, Nat 

!. Acad. Sci. USA 9 1 : 7 1 2 9-7 1 3 3) , ^lOStitiJlO 

£M$-eti , t > * si. k $ + y y * * rwitte u p a & (m i n 

h> 1 9 9 6, Cancer Res. 5 6 : 2 4 2 8- 2 4 3 3) « 
[0 119] 

*&w<r>M<omm&j&nvii* *%mv-%i±y t ? &i 2 o^^sn 

(^o5^f->-^3- KB9li±v GenbankS^fNM- 0 0 Q 9 4 8 K*v»*?1" 

& ? 7 a * ff £ llf^ fc«!> , C y s 5 S - S e r 5 S *? 4b o *> 

[0120] 

*f8W<*>Slftf>*f * U^ifij&S^fi* $^«-^7i^-^t(^ 7. S kDa 

o-y-*OJH»0 3 5 t .= y SW»*>i&& 0 1MI4@?« 

&ffitt*^ri-* g£S * > '1? mm *> ft & (Maione^ 19 9 1, C a n c e 
r Res. 5 1 : 2 0 7 7 - 2 0 8 3)0 I'TO4S^3- KE9!lii. Genba 
n k ft*#-^NM- 0 0 2 6 1 9t*4, 

[0121] 20 

*4&3§<o5H<9*F4 t^gSI&S^ii* i'Mf 4Hr 

c^iLl^i 3T.= yaKfrv 13. 4 0 ift+fclSfiWifr&B^ M3>#x^> 

T mm^ffift 2 2 r 5 y y-> mx, sparc 2ot?/i^ 

£^7*-?-}-\ S^a-O-r^'^a, £3 "£L<teVEGF^#&?Vh$^7^KT7 
^ X Hc*| £ t « * £ % ^ 7-7^ K -C<fc & * » * n ^ 7"^ K* * 

> fA <c M 3 -ft & c t Jc J) v ^y / ^ ? * * o * S ^ * f* x 

VEGF^§#7y?^h (Sokftr^ 1993, J, Biol. Cliem 
. 2 7 2 : 3 1 5 8-2-3 1 5 8 8.) *&V>t^ Gao (159 8, Prog. Mo 
i . S« be e I 1 . Biol, 2 0 : 1 6 1 - 1 7 6) KJt OJtft&itTV&o ^ 35 
tbXftt l-^mmmx-it, ^Z^-fi- Kii, RGDfi!iNGR^f~7^b 0 C 
«>^.a)&S«#feo«^'et±. RGD££tfNGR*^-7££i>^7^ KSi, 

0 m p A tf> 1 o fcl_koaMfe31- * - 7"* a - t ^ St** * *t St-^ ^f - K * 

[0 12 2] 

jfctt^ 7"^ K, t> t < 6<»>«*tt»fH"t?**„ «6ff*t<K >) ^ 7* >* 2 £ t*"« 7 

f # v w a isfc\ ? > s -a^T * ?t j±iBUfei ss^-ftis* * l t , * mm 

ftK f* v r R N A f i± U >K« * > ^ S * «0«f t * >5\ # £ @ B*-t 4 3\ m R N « 

;v ic 5= -cfiT 3 * * ^ ^#<5«» k iot^sntfA?, ft * o 
[0 12 3] 

IWa^^e # y ^ 7"* K $ tt ^ 7** Jfoffll £ l "C, Hftffif itwm ^ 3^ TIB© ^ 
tf>^^ t> ft ,g> : /■? ^ f y * > y r ?, f J - <r> * y ?\ - „ ^u#-t . |ffl«*14^?E @ -r 

1 (CNF 1 ; W^if, T^SilCNF UiiCFV ibrio f i s c h e r i CNF 1 
) > mmtm^mtUl-t iCM F 2 ) , Pasteurel la mult ioc id 

(PMT) , ^jMg, 7 7^"^->JVhf v^7*?— e«>»j|7*8I^Ra*«jSI'e* 
SCAAXrl^^'/f K, #*'J^> ( ^>>, T 7* y 7 > ^ttO'J^v-A^ffitMfc 
?yn>?% (RIP) , K^e-t 7.^:1-4$* , DMA, R NA i fctt * fl-fr**) 50 
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(37) JP 20<M-5000« A 2004.1.8 

81*30. 7>ft>xti, z<om>-itmmw%)n (Mia, DUT-^icF'j^* 

„ ■/oFv-^aSI <W*tf. H £VSI«f 5 v^t-t'BiWlv b-»f 
T?,^--tf) „ 7 -f 'J 'Jy>, iJy>Ai, h^toayRIP, 

~ y , mmM.m&-k (cytoUUal distending) v 7 r ') t 

(PAP) , 3ytf'JX (mi rabi 1 is) jft^-f JP** (MA 
P) , yT>f>3 2i5j;a > 3 0 1 T"''j>, H'J^ 7' ( J # ^ , (s h 

i ga) s *a9'j«a^^<??^>'^#^4.&jftwi)i*iB#ife» t«itwr* awfiww 

0 9 3/2 4 6 2 04'#fia) „ v'^- K* + xft#f , *SiII&^£Mlf, « 
3c5e&«, BaggEC«Se14#JS- l (EAST) , «#t^£t^StKC^t^|§f 

fi\ 1?IA*fv Escherichia and Sa. Imonel la. Cel I u I a 
r and Molecular Biftlnyv . Neidhardtft (») K£tf4 

0 5 Br i a n & J: i^'H o lmestJ; ^ Protein Toxics of E s c h 
erichia col i and S a 1 m o n ft 1 1 a . pp. 278S-2S02, 
ASM Press, *7^yh>D. C. *#fiR$*l?tv»o 

[0 12 4] 

^ m mm*?'iz , y*? ■> - ? r v * v ^7?? >j - <?? > / «- 

Koni sky, 1 9 8 2, Ann. Rev. Microbiol, 3 20 

6 : 1 2 5 - 1 4 4#m) -C*«*«, fc^t, 1&rt?1-y* s s>77 3 V^<^ >^-Si 
x '^T^oyv^iiJ'v;^! (BRP) .'^T^y^r^j-flP 

LT, $.M-t&i><V^tt%^tiK Co 1 E K C o i E 1 a, ColElb, 
Co 1E2^ Co I E3> Co ! E4> Co IE5, Co lE6v Co I E7, Co IE 
S , Co i ESI, 3 ') v >■ A 3 K x 3 V 1 v y L , 3'J v ^M, ?D7->7DF1 
3> '^Xf yVA 1 122, A^7-rn3^yyi 5 8 0, 7** 'J y>? 4 2 3, t^y' 
>R 1 JjfcliA P 4 K ^y>A-2l6, ?, ^ n ~> y M 1 5 . isj; mrr'J* v'> ( 
J a y awa r d e n eJJJtOTa r k a s - H i m » 1 e y, 1970, J, Ba 
cteriology vol. 102 pp 382-388) fcttft* fttfti 

t<HU -^x7in-^Tlis 3'J v^E 3 ifcliV?&«4 f , 2'iyVA, EK 35 
E 2 , la, lb. KvL>43jtt/M (Koni sky, 1 9 8 2, Ann. Rev 
. Microbiol, 36:125-144 #M) * , 7*^^"'^a.T 

«K *tfflfit<a, ?n7yyDFUf<fc* 0 
[0125] 

U*£«fi&S'C l HU -*i7i?-f-*?li, ColEK Co 1 E 2, Co 1E3 
, C o i E 4 , ColE5, C o i E 6 , C o 1 E 7 , Co 1 E S ■. * fcii C o 1 E 9 -e 

3')y>E3 (Co 1 E 3 ) i*, &mmm&* (Pi sta^ 197S. 

Experientia 35 :406-40) m<»m%%WfflW l (Smardat, 1 
978, Folia Microbiol. 2 3:2 7 2- 2 7 7) KS< *W&&$tt « 

ttttT* IJ , i S 0 S y # v - Atf)Efi: J; J) Sb> § ft* (Tu rnowskyf? 
,1973. Biochem. Biophys. Res. Comm. 5 2 : 3 2 7 
- 3 3 4 ) , S &fc£ftfi9KU\ Co 1 E3!i, V i> VT-*ftte (Siuoder 
s , 1 9 7 S, Mature 2 7 4 : 1 1 3 - 1 1 4) f^X^IItii 
. Co JE3fi, 1 : 1 ©Jb"? 5 0 k D a £ J: 0= 1 0 k D a 9 £ 6 0 k D 

a^^fftB^ft?*-), His* WT-*j£e*;fru ifc, 

^SvWt'j.-v Mi 5 0 kD a^7^~-y hwE&*&&*;rr*o :wJ:?K, 5 
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(3S) JP 2OW-500O42 a 2004.1.3 

3lf«£jt$SH*tf, Co 1E3 5 0 kDatfliJ:^! 0 kD alfi^fc*, 

£ '9 i'/7X K # fc£ L * * 7 ii±I5^f K J: ■? *E*1- % • iM&S T- (4 

> 1 0 k D a ? K±«c o 1 E 3«^*tftT&fe#±{-~<fe 13 , «W 
i»Ifctt**3ia|5Mtt*f&!«LT^* (WTO* 5. 6SS*$JB) o 

[0 12 6] 

£ 0 ^Ty^DFHii, Co I E 3 t ?>;^MWi£mi, 6 7 k 

D a Wti^fio -B*«9!fefrtf>-9--f XH\ 5 7 k D a J5 J: tf9 k D a "C**» 
i^r— dpi 3*iv ^i^* ( ^A^jg^^?t^^,ri-it^T-§^o 

[0 12 73 

SO^ffS U*$UI#**e«*. -^7i^-^tt t a'JV>VCW (PI asmi 
d & , a Practical Approach 1987, K . G . H a r d y M K 
&iti>? u g s 1 e y, A. P. *JttfOudega, B , ** £ & " Me t hods 
for Studying Colic ins and Their P I a smi d s" ; 
G i hon, L. *»> EMBO J, 9:3S75-3884)«> 
[0128] 20 

v C o ! E 3 KmfX L jt=S*yjL- v h y d«55 * *S1±Tf* fir < , 

> k* * k r - -ei&i** <& ) : * ^ a ate^ + > * * £^br t * ara&w f >- gg 

»;&*8M£$-t3\ M5E^M^L**3'J ~>>A> El, lax H^t^K; 

D N A J: y=RNAMt 3 'J v y L : «»lffi||^St* £ t 

X $ , |SlSIfcifiL&£5( £15 its ') '> VM : sl'y^Bi RfcUflMH-*^** -> >■ A 1 

1 2 2 ; Wg/^7ny>f^^?7i a^S^ 1580; *ft*Mga<p*:frLT 
, KNA, D N A j3 £ CP * v * fC£ J&t tc R&*f ') *s > 7 4 2 3 ; feT * v 

"/ 7— ^?y W If * ^ I : 3 V v- > E 2 ffinfpm * *> 

2 1 6 (-'!? f l^v^^CWtU, K o n i 8 k y, 19S2 7 Ann. R 
e v . Microbiol, 361125-144 : (PS asm 
ids, a Practical Approach 1987, K. G. Hardyl 
KMSPugsley, A, P. fiiffOude ga, B . UJ:*" Methods 

for Studying Col ici n s and Their Pi asm! ds" ) 

[0 12 9] 
[0 13 0] 

A t - ii J: ^ >) 3 -> -if jfttiptf % ft * 0 Iff I t v^»?gSS^»i . 7 if ¥ 

[0131] 
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OX' 20Q4-50Q042 A 2004.1. S 

[0132] 

[0 13 3] 

-fti 3 - Kt *«K^ (i, ft $ sMfi 6 -tt 1 0 0. 0 0 0 

jff £ I < zoy&mfr+u, *e £ i>m 2 0 fig*r -ffi 5 0.. 0 0 0 & ^ 

£<, 3 6fc$fc*F$ L<tiU io&BRJH 1 ^ £ $j&*jRp2 0«*t--*&4 , 0 0 0*l^*t 

[0134] 

5. 3. — » £--fr^^ftf£tlg>££<?)~.%x7^ 

ax7i?^&t!i, #jpift?&£«tf**fcU ifro/4fcli 

*w*m*-cfflv»*fflffi nmm$mmj tit, -^*7**?-jHr&&&-rz>i>0»& 
*ftrta*j»#ttftffl**ftf>i-c:t«r»i-o ftoT, =*X7 wjnw 

s #»lfl9*&*H : ?''b L<tf&dJlg)? ( * c UM7J) Wnfft-eA-aTt, IMwIfe, T 
r^7x^^-j5-^ii, 2^(Oms^^rX!T, fill $89031*1$ 

tW^tf, J«!»iWft^tfl-*ffli»»ttKJ:i)) ttfe*># *> 

[0 13 5] 

x 7 * * * - <0|S3SK J: !?> SSf 4 t*fillMll)&£>?Ett 4 t4«ft« £ 
[0 13 6] 

< tf-** D N A 4 ft i± ~ *m 4> L < RNA, ir t, Olc . Hi; *> -£ ^SB. 4G 

[0 13 7] 

^'J^^l^fFf^ «ai»iSB9!l*#-rSmRNA^^at, T 

, raRNA(?)i^iaif« (S^Rtf, *14$Bffc5, 168. 0 5 3; 5. 190, 9 

3 1 ; 5. 13 5, 9 17 1**1/5, 0 8 7, 6 1 7««0 o Hi^^tli 

jh1-*-*«DNA*a:^1-ft (PJ^ii\ *^lr^5, 1 7 6, 9 9 6^*#«!R) o 
[0 13 8] 50 
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(40) JP JOW-500042 A 2004.1.$ 

(iiasa* ffiW 5= £ fi¥#+ * R N A S-^ & o ENA R* Jt OV t K 59 

ii'-CI* *@&fr£5, 2 7 2, 2 6 2^; #@#SHfc5, 14 4, 0 19 

# ; U J: l/*@©SlF!g 5 , 168, 053, 5, ISO, 818, 5, 116, 742* 
<fctf 5 , 093, 24 6^£#M) o 

[0 13 9] 

[0 14 0] 

Kr&M^a, K&^eSSSt^&^Jl 0 0, 0 0 0 
Sii|TW a ffS L-< it, «ia^^S$i±, Jfr2 offi£*t#$>&5 0, 0 0 0J£S# 
Jt I)& * L < it, $$7>*?>g$ tt, ^2 0S£#*f>ft 10, 00 OMt 
£ % J: <3 Iff I t < Ji, $ tt, & 2 0 mm-frh® A, 0 0 0 

T&&o 20 

[014 1 ] 

ttfeftt^* (GenBa nk#I) « -^7^ (:^fti7i? jj- 

!i c DNA9 i v »J -©'/D'- -fi> { 7 '? y f t*->3^ 9 -f ~f v *) - eofitft * 
[0 14 2] 

*HmKf&ttl&fflOTftffl'9-«ttft9'?£J: y 5 * 'Jar** Ptt* 30 
to-e&*&3<£#s (WAtf, i^siwo&3/o i 2 8 

6, ^H#St^5.. 218, OSS ; 5, 175, 269; ££^5, 1 0 9. 1 2 4# 
[ 0 1 4 .3 J 

5. 3. 1. ttfiDftfeafellfifi£4>£fei-KI* 

$3S^#&»£j&^lh?&, < t >fc l fc©-*,x 7 * * * - j^*J 
H<iiv *-T**#§&«o§S#ftM«8M'<* ?-it, MM 

* ^-^?^>ISSK J: *K IE* <> L < (dtfi $jHJfe£>?E»U S * ii* H & IS * « 
, .rwftfilii, igftSBft&Jfciiffl^fti-e**^ -T**>^ -^is i: CFr^j. 7 ^ ^ ^ - 

[0 14 4] 

$jz<Dmmmv\i, ^x?^^-^, ?^^i*fttom ^itmi 

a*H*yi4-C**« COJt^*«Si±, r RNAfc L<li'J#«^>/^g**g|S 
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(41) JP 2<XM-5O0O« A 2QM.1.B 

>\ ^^^^©^^yA^t^i&i^t'J^v^^ (R I P) i>mfbH&o 
[0 14 5] 

SUco SfeifiBS-C « s 7i?^Jtfi« y o K 9 -y * fi i it 3 - K 

£ c V?? ymmm^eMlZ, Paweiek^:i!) 9 6/4 0 2 3 

*XM> 9 gil^£[iW0 9 6/4 0 2 3 Sititz, £<o£ i^-fti K? v 

&T«£5. 3. 2liJt#aa) 0 AfrGti^iS^i^U, /n Fv y ^gEftg^Ii, v-f h 
v^-^C^J;^^?^?^-/^ (Murray^ 19S4, j. Pharma 
col, Exp, Therapeut. 2 7 0 : 6 4 5 - 6 4 9 ) Kfffflt* >■ £ 
uA P 4 5 0 NADPHtf^VFi'^*-*?**, flO^S^S-Cft, -^i7x 
BRPoJ^fcftfflH^i&^S-tT, (Mltt\ N A D H - W 

ADPH, ATP*) <*>JS:ffi * *5 C 1- £ i K J: 19, ^ p F v v ^g&S^miSi* 
&o £0g«^3R0SJ4>3i#?ijL =^7x^-^1, BRPOiHUtttB^i 

aetata *^H3$^^„ » 

[0 14 6] 

SO ©**^Sif ti » - 7*'^?-^li, »t£?£MS v > 9 - Hf (MOS) S 
ii fi&fifeffi-ftSI^ y9~W & o BMtg* < N 0 ) Si . Jfc^fc W S3 33 £ 

tffMflSHfcfcM^i-s tfitittvi e noli, iWfcft*?/^*'— if (wos) ^jtij 

[0 14 7] 

G F , i n t - 2 , Iist-l/K-FGFs F G F - 5 , hst-2/FGF-6> F 
GF-8) t Jt L < f* U # > F# 0£flj&i8 fit ? > ^ I 

o ffi* (is ^ t f-z imm ( ') *^-f A 4 £ iiH S ^ D N A & n^x 7*^ 
i?i»'A-Sit-&) ow^-e, <fc&wa\ ^y;-^tr&1'& (f"tyf>^#f 

) <o >V"Z\ fin ah & & o 
[0 1 4 S3 

) , Y > ^ - n ~ 2 ( I L — 2 ) v •f>9-v4*V-4 f I L — 4 ) , >- ^ - 

d ^ y - 5 ( 1 l - 5 ) , ^^ti^>-io ( 1 l - 1 0 ) , * y ¥ - n # > 

-15 (IL-15) , 0^-n.^>-is UL-18) ; ^^.«T&'|^b ^ > ^ 40 
^^-2 (EMAP2), GM-CSF, I FN- 7, I FN-* , MI P-3 « , SL 
MIP-3/J, *)fcrtHLA-B7<OJ:^ frMHCafe^T*** c:^ Jt ^ 4f^«» 

T 0 *iwli;B7. li5J:O f B7, ^^^Slttk^, C D 2 S is X 0 s C T L A - 4 M 
U K* a- Fi-^»^4Sll1-a C t J: ») , T«mj&'l4fe!Si«:ii54i- 

j5"^-C-**o H^Wi^it^<?>{fiJfi, K u b y , Immunology, W. H. 55 
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(«} JP 2004-500M2 A 2004.1.8 

Freeman and Company. 1 JS ( 1 9 9 2 ) , 

pp. 515-520 (&mm i wi^mKkiomfrAfr&) KfEssn-a**,, jg^$ 

[0 14 9] 

BIF(0*«HgJlt-Ctt, ^x7tn-»Tli, Fl t -3 Kifctt£ft*3- Kf 

[0 1 5 0] 

Jgfi! T» ii v I*X7*^- :r>? it, -?Ci7x^- #^fl*T N F 7 7 3 ( J 

-fi^i'/^wti, TNF77 5 ^--etifc^ jRaAtttt&jreigt-CMU - 

*Cf*fri*S SU^^^MlT^ =^X7x>*--^ti v -?cX7i^-W 
7> K I ii *° »J ^ K<7> t i , «tf #t4^ 7** K £ f i # 'J ^ 7 * K 

[0 l 5 1 3 

5, 3, 2, mmm ^^Amm^ y * # 7 - #^<?>fe& 

L < !'i . * Ji'* * 7 7 7 - & «D33*fiDg&B' fltlifflffi's 7 * - \t , !P%<ki) 
[0 15 2] 

«tatjt»)3-K$n?tt7» -cfe^vs ^tbs^-iiv -757-? K*^frM, *3ti±ig 

3U*05feKifct47'9X3 Kt?r?- KLTt -HS^S^Ii, ife&S^Ji, Omp 
k »■£ S "7^77- t>^ * S«£ ? > / < 7 g t Mfi 

^7 H^ftta S i £ £ -6 0 

[0 15 3] 

ffiS&'tfe i mNi*^**, 7 D T >• 7 D F 1 .3 7*9 x S N*, 3 »} v 7E 1 - E 9 7*9 7% 5 
K«lo v *>L<ii3'J>'7A. N*fciiD7*9*3 K4#frii*tfc(-*&&<s!>ftiStf> J R 40 

<6»ll**t4t«)fJtV^ tti tV^lUgm-Ctt, BRP«^tfT-7 7DF13 (pC 
I o DF 1 3 BRP) 
[0 15 4] 

BRP 4 mi}, tilli* ftJO, v77^^7K 

^7 , ^y-^|iJ:o-t:a»fS*t4w^^>K9ll*^frra#^ (P r c-BRP) t L 

- 4f A ( P I d A) EC J: ij jft^. $ *t ^ t ^ x h ii, ® t> jii 'J > Jig ^>r>^if UK 
iILT(/i& (BRP^RK-Pif'ttt, van der WaU* 1 9 9 5, F EM S 
Microbiology Review 1 7 I 3 S 1 - 3 9 9 8 tt ^) o M 
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(43) JP 2004-50004? A 2004.1.3 

„ znx ^^^ss^coffliasis^wftth^iftasjiT^io jS&k saigas** t 

BRPf&tifCj: ^ %%mK-t*X?>m&<'>3MM®to,mb&1&Z&<> Set, *WjBBSfC 
UT£|?Uo BRP*5&aL*(r»W-jHaitJt«LT, 8&OB R Pi&14f*, Si 

•r !- , a&f $ ft^^n ? n & v ^ * . # t> a & s a* k 

±, Sf>Kjtl9JfS L<f*9 0 %JW_h, ftfcSf* L< J±9 0-10 0%t*lS-t-*o 
[0155] 

*fc(JI«>**»*li#SlTt* t B R P * dC 1 oDF 1 3BR P?SSi£*# 

LfC, ^>/^H$ft£*f^rr& (van der Wal^ 1 9 9 8, Ape. En 
v. Microbiol. 64 :392-398 ) * Z «t *) *. DUS"^ ? 

gy©&fc«!*ifi^8i7?ijU #£lKtf>B R P (*, C imzm < Lfc p C 1 o D F 1 3 B R P 
T&tK £JiHU ^^^^SfeHiUJIlAT, fflfl&i$B*S I (Lairink^ 
1989, j. Batter i o 1 . 171 :2673-2679)* 
[0156] 

&%mmi vm&M w v a , *t & § it* & ft & t* , * - u ^ 9 > 1 © if j §§13 * s-tr 

:flxtf, Sqgawara, E. AffNi ka i d o, H, . 1 9 9 2, J, 
Biol, C h e m. 267:2507-11 £#M« ^ t 0 
[0 15 7] 

#fe<o$tt©ag-cti\ *!S9S«>iiaS^^^-t;J: iiBRP^IH*i^, BRPii, 
ftfflll&K * 'f ?■ -r r-eiifc n J: f? 3 - K $ ii rz <o > "C % I B R P li > J 9 7, » 

^UM^;!^7^ 5 KLTfc J:i^U *fcv»HU J§0 * 3 

Kfa-KltU^ $£>U, BR Pit. -Ifcx? * 9 $ 3- KT*Pltfe® 

Kt?^- KLT'i S^coW^^/vX^ 
KttU^o BR Omci?^^7liI^^ 

n&i- * »fi -c^a i <*>£a?&St 

BRP<*>&S&3ftfcJ: *K ^7f^&&£if&1-&.~ i^T£&<> 

[0158] 

*ISI8^*if4 L^Mitmmmmvd, BR P*a- Kt&Miis 3ijy>y7^ K 40 

1S3E (B R P4>4&£\ Enterocoecus cloacae) J- 1^^ ( 

«x f±\ i^fifwDN AiS«*fei-?-*ft) S 0 S ^ - L. 

ft«*0*jSfttt!t:i&S; LXmmki'& mitt* Lombardo^ 1 9 7 7, 
J. Bacterid. 179:1909-17)* 
[0 15 9] 
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f s i n g 1 e m e r ) X'& ty > WM^it'd , F* 5^*>f * 9 ^ £Jt tfT ^ t K o 

L £ * > - * 7 7, ^ v * * * SO <9&fli^& *C (i , tet^i- 

^IM (ffl*.tf, 3 ft) -T*» w<7>i ? f- J^->M * 

, *HW«^Htf J ftS»SKiffllS-ef&# iT^iSfcJSfc&fc^ ii LfcJBMcor }• v^f f ? >? y 
*tt^+*itHJt 0, *n*-*-iStt*«J*+** t e t VHH&&9Eftiiv 3ttU '> 
-.v # d ^ -fcT. • sf? > (Sclaizosaccliaromyces pombe) ( 
FaryarfeiffGatz, 1 9 9 2, Car rent Genetics 21:3 » 
4 5 - 3 4 9) £*tfl|i$LfMMSI& (L a ng^WFe i ngo I d, 1 9 9 6, G 
ene 168:169-171) *^*#IBI8&£fco^TSB$t§ ftTwfc* 1 , ifi^oW 
*B"C, t'-e^lfflf i'lS^ot flOx.f^ St i c- g e r h ( 1 9 9 9. 

Gene 226:243-252) tt, tet 7*d*- # -fctfcffitefcfias t e 
t&igKStr*, (firefly) v--irmfS^8 0lWgE£§l^# 



**-T*ioJ:9*lt«#> 8tt#tfcli*£&£iSnT, »S£*£tiJB»fflli&*>fr 
[0 3 6 1 ] 

»«+ * lift* ft AD fW*. «v W A) f it i* Sc jt )) , K * 

@S?!Iii> < i <> 3 ^^Il^^tt^o 



ffiJSJgli, TI3fc«3j**ilT^J& : C u r r e n t Protocols i&Mole 40 
cqlar Biology, Green Publishing Associates 
. Inc., *Jtjyj ohiffilay i Sons, inc. is 
ifTZhang^ 19 9 1. Gene 1 0 5 : 6 1 - 7 2. 



7'u trjx-th* $ \>** Y®m*-%tto .lit, A^7'j.^^t"--/5>i±> * h; 



[0 16 0] 




E0 1 6 2] 



[0163] 
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(45) JP 2004-500042 A 2004,1.3 

e^sitfcflrwt^-fyj^^e-ftAtfe. $6 sti-co. i < ssc/o. 2%sd 

yx^^#7f*in:t^^ MlLi*. A u s u b e I , F. M. m 
, 1 9 8 9, Current Protocols i n Mol ecu Ur Biol 
o g y , Vol. I, Green Publishing Associates, I 
nc. , £ X J o h n Wi l ey & Sons, Inc. — s. - a - 7 , page 
s 6. 3. 1-6. 3. 6 49^^.2. 10.3)0 
[0 16 4] 

4> I. < it - ^ 71??- fr^»it#te £ JiSSflSH* tLTfi, ESSf * t <©T*tJ<t 10 

^\ 4 u < (±-^x 7 * * 7 - t ft !■* * <z> wfn- k m m i-^mm a 5« * a-fr 

? 7 KBSyil K*# LT , & & v » i± v t v -f > 7 > F- ^ M t fc. t* a 7 t° a. ~ f ffiRft 

7 0%£ ftfiS 0%S ftii9 0%S&#9 5»IpI-14) , 

^7, )■ '? >-/iyy-|fcliffi^ N ij >v ji >- -^ftf-^ a. 
7 i 7 7 - :r>^ ? > /< 7 I x 7 * 7 9 - 3 - Kffi?iJ XL >\ 4 7* X "t & £ t #r $ 

[0165] 

> I- 1-S f^ijx. I*, @ 1 7 5 7 © S ft tiMK9i|^ge?|| ? 7*£*?A LT , *2?S 
7 3 7 1*&1I * ft tt 7 7 b * Kffi* i- % 4 t y j£$g£ f ft ft 7 7 l- * K * it *tt 4 

o » 1 isFij u J5 ft $ fis**, * 2 i£5)J k & if h ftfc&w, tmtTz/ mmM ttzuztu 
■Eio^#/fei<?>,e^# <w*.ur % Eftiat) xi 00) c -mmm™, 

[0 1 6 63 30 

0E5ij0jtSKffln€ > ftJ6jSc^TJVrfVXAwjgF t Ln#MERfl5fllfi\ Kar i i nisi: 
Mltschul, 1 9 9 0, Proc, Nat 1. Acad. S c i , USA 
87:2264-226 & 9>7 M, zt *) X k (Karl i nfejl^A Itschil, 1 
993 f Proc. Natl, Acad, Sc i. USA 90:587 3- 587 
7fc|3ttS*lTw;&Jt$fc<gjE3ft£) t?*«, 0 ^ } frT^a- <; XAIi, A 1 t s c 
iiuU, 1 9 9 0, J. Mo 1, Biol, 2 1 5 : 4 0 3 -4 1 0fl)NBLAS 
T&X&XBi, AS T'7 > O7' J ?AK4i*^4H-Cv»ft 0 B L AST7 ^ Kitt*. 
KBLA S T'/n77A, 7^T=1 00, f§g = 1 2 ^jft-t^ i t U J: () , * 

%w ^-^^ t ffl n*> % t \'-% + f mm * c t s j& <> b l a s t ^ > ^ 7 1^ « 

*«s XBLA ST7o^^a, 7,37=50, S5#=3«:ffl^T*ai+*ifcKJ:»>, 

t <r> r ?, j mim * n * c t ^-e # % <> s a^^oft & k 

■r?^T7^^?i>h*#|,^:[i, Al tsobulfj, 1 9 9 7, Nuclc-i 
c Acids Res. 2 5:3 3 89-3402 cs* $ liti^-. i:^:, ^> y 7 
BL ASTSfflvJCi^n, P S I — B 1 a s t 

«Hfft*ttii-4E«****JtLTiJ:i/» (IU±) o. BLAST, ^f; T'B LAST 
, fcJlFPS I -B last -/P^viv^^^^^cii, >?-Ji^i^7P7'7A (^JA. 
if, XBLASTfej: CFN BLAST) <?>r 4 7 * * \ 7 - ^ - trffl^i C i ^"C^ h 
o (i t t p : //www. n c b i . n I m. n i h. gov. i 0 @B?l<?>lt 

« K ffl ^ % ft ^> Ife* T A/ =f V X A <7>a| I L ^mm®m l±. MyerU3^Mi 1 w 
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(45) JP 2004-500042 A 30M.1.8 

lerflJTfl'^JXA, CABIOS (1 9 8 9) CWJHfcTfrr/'JXAIi 
v GCGK51lT^-f >>' > hvv KxT^^-y^-St-rt^s ALIGH7"n^5 

E?l ft,, P AM 1 2 0s£*lE^ 1 2<D^\ ? 4 43 

£ 4 <?> ^ t f ^ -7 -f - £ H w-. i * i & 0 %-%t<r>tz#><n £ % * & r )V 
a-'J X'a&, sSfcf fc fct&Sin?* *K *040?&^fP>n* :Torel ! i sfcJtfR 
Obot t i, 1 9 9 4, Comput, A p p 1 . Biosci., 10:3- 
S^fri^MlftAD V'ANCE.fsJtO'ADAM ; P e a r s o c43<Jt^'L i pma n, 

1 9 8 8, Proc. Natl. Acad, Sci, 8 5 : 2 4 4 4 - 8 KSft* 
^FASTA, FASTAtUs k tup**, *£*Wf£ftt4£ J: 10 

, r^-f ^ v fiSaSWS-s^*^ fcuJ: Aof?%*i* 0 Sfc, k t u p = i -e<&*i 
if, T^t.~ ./Rffl^fc, kt upli ?>/i*HB?!l«D«£l*, 

2 £ ftii 1 DHAffiJlJcoS-frii, 1 - 6 Hgtfel"*^ 3 k t u p 

it T v > 4 d>*|££ i± , 7*7 * ;v Mi> £ > ^ g fc out ft 2 v DMA £ o^T (■* 6 T*& 
&o FA S TA;t5;< *-»3&KS$*J*S&^K^Ta, 

h t t p : // bioweb. past c-ur, f r/d.oe s /m an/fas Ea, 
1 . h t m I # s e c t 2 

£MS;itft</\, ft, £<ofi'#ii, *W»t:fclRfcJ:*l&*AJt*c 
[0167] 2d 

**<^M\ * > ^ ffgg?!! t 5 -f y.^ > Hi, HiggU66» 1 9 9 6, Me t h 

o d s Entymo 1 . 2 6 6 : 3 8 3 - 4 0 2 CgSS 4vT^& C L U S T A L W 

T ' J X A £ E 'v* T ^ 1" & i t ifi T £ & <> 
[0 16 8] 

tt 

[0 16 9] 

-«x7*.n-iV?U< ii=:?cx 7* * ? - jfr* v f ft 4 ft iiM^ii 

ftm«f ft^ti^tftJIiniiWSfi'C** (S amb r o o k ^ 1989, M 
olecuiar Cloning, A Laboratory Mannual, ^2 
Cold Spring Harbor Laboratory Press, Col 
d Spring Harbor, 0 ^gS^Jii. Affix > K^^l^T--4f 

#*L-fc|fc. in vitr otlfeta^tK-Ho -^i.tii~^7x^-g- 

r 79 > ^ i i m cm M *) -rjyyy i— Aw ks* i t jt ^ &t l. 

[0 17 0] 

i7x^^-^^3-FntS*i n v i t rofftfii n vivoti 
f^^'IfHJIt*, iUi^^WlniHaf), in vitr 
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JP 2004-50004? 



5fefc££Sf& (Hutchinson^ 1 9 7 8, J . Biol, Chem, 2 5 
3:6 5 5 1), TAB (MEM) <J>#- (Pha rmac i a) ©ffiflk 
*-S-tf/9'f^-*ffl^*PCR*«, Iff i. l^£*$SN*mu 1 &± 

-t'Jy, H/*i^, ->AfO) , SMS'lSfllfll (ffljii** 7?~y 

w&m fov-^ 7^k^^ hj 7 t- 7 r > % 

SS^iJ £ A HaifrK Sot, 7 ^ A {-c t & C <>; $ , Z.)LX&bfr£:$Zl& 

^mfoztkm^mm-m- 7 7 u - - > 7t &zk k j: ! 9 * m-m &n -t & ss&seh 

7 & ^Wli* ft 5e+ A £ t & % 0 » 
[0 17 1] 

SO^M^im*, '/uf T--tfSJ!Br8ISfi£#S't>J:* fc> *»i7x^-^fc 

[0 17 2] 

B- 5- 

?^'7.f #3- Ki-4««*v j^^P^-f-K^ftHKig***** 
[0173] 30 
#£<*>£ifeJgaRTiiv i7x^?-W> 8U^*>/<*SOT5 /RjE?0£<^7>K 
»■& £ ib L t, fOTU-icli^ ,1 v - I a. 7 j. ? 7 - ft? i> I < 

gjfcij:, 5. ^<H10, &%<ki>2 5, 

:H>& < 1 1 ? 5 , 4>L< l±!l>% <H 3 0 0«75 

L < fi^* <4:1>l00«>iiSl.fc73y ffit-Srtp, -^JS^StTfii, C<^J:o*^j«9 
^^/•^^SSittiift-^^^^^gii, W<?>7>^7%<0^- \mn^ 7 V— AftiB^rLfc 40 

«5 . ^8t4 i k S ^ 0 ffc*<o!!£# ^ y ^ K 3 - Kie^ i * it ft x 7 x 7 7 

* < k i> 5 > ^* < i i> 1 0 , ^ft < k ii 2 5 , ^<H50s U<ll^4<t'bl 
0 0^7-5 /tHHft4-*4)tli^x7i^ ^-^^BfJtv **v»(±, 
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(48) JP 2004-5000* A 2004.1.8 

[0174] 

ife6'/t3f7-a:jfST«/Df7-€|g^ ^^<0 * w H * (-SMS? * <o 

iU<tt^»fJt f^JVffiHU 'J-d^EJIU JH3M8MSitt, HUt 

il >- , ££RES K 4 y , * * ^ I i, i ft <7>IS&* : ttTwi 3 . IB, 0 m » 

[0175] 

ii> iBSM^JllWi^^fC^^ #S§lta (multiple memb r 
ane-spanning) Kj* ^ frtf L , # < lMi^llg^Ufis&lT 

*i6^trt. Omptt?w^fi)5« 4 WRtcttl-Sx?*^*-^^?;/*-* 
fcttSfeteSl (tether) £ LTfBK* »S^JK(c * %*n&t$it 

km tz* -*ltiSiftt 4 OmpI?^A7St«OX7i^?-^i 

iga-f* 0 AffK)*^f^Tii. Ompi?>/^f^ OmttA, OmoB* OmtC 
, OmpD, OmpE, OrnpF, OmpT, >) 9 > *9 PhoA, Pho 

, *"t7** K^V Sr^WjBV #^>r«?K (PAL) > FepA, Fh«A, HmpA, N 30 
m p B , Mm p C , * L < 9 # * :/ f ( L ? Pf) <r>4>% < k i> 

*-^o^<?>^ssf^^a, ->r+A>mmt* m^mn^xmmt^ wins 
v mtit, v4zs>) ^<o, %>r+*m\tow* j a ait 

mK.xt>) B ^awKwrtt, &t«>*7. 1-7. 4»t^i»iii Q 

[0 17 63 

♦S&BOSOofcJS^ii'CKlU ^Woa^^^/^Sli, ^^f^ialSr»*ttrfr 
0 ^^.'^W^^iff^^, x 7 x ^ ^ t?Kf^ft J 0 tn p -i^ > a7 SU^ 

aftfeo&frttfciSI&lg^MU fc&^cDOmpS^^Hfi, Sl^^^^^^ltfcftit- 
&MxU^t ^ 7«J ? K0mctl>* 8 40 

[0 17 7] 

[0 1 7 S] 

0Jx!i-\ *^f'f7*Oii!pAj'>.'^SU, K^.'^I«f)1 7 07?7iH*SK^^ 
> i*l ic s o so 7 > ^ 7 V' * mm M p % £ fro £ t ® Kj! -f > o « m K i± , MS £ 
K ^ -f > <?>J^ A ^Ip] U S C X , «BS&H * tiHII&F*3 - y jj* cg> « 0 C SBr K > -f > (i , l 
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9 a*ffcg! 3 *iT mtiS, H o b omh < 1 9 9 5, Dev. Biol. S 
t rand. 8 4 : 2 5 5 -2 6 2) fi, Om o A * - 7*> 9 - ? -f > 7" 7 I/— A 

59 5 nrSHUft&o 
[0 17 9] 

OmpASA**>^*K»N*flSK**jt:Je>, >^ L K '9 ^ ttffi 

LtOfflpA^)III H*-f >tf>»ti, ~^i7x^-^tf ^c^Tl^T 
Sift < * <& o J:Se£ jl&J&JS© £ % U)ieoiir?l3U 7^^- ft^tt , 0 m p A « 

iisffli ft 1*1 « Jsa»8&iE y d ^ r - -eu j: * to Bf«»K , 7 ^ ^ * - ^ s-^-w 

[0180] 20 

*$SSB«>5ii*>&jfi®i8*cfc, 7 j. * ? - t-£i? 0 m p a ? > * H^S-Ji 

<^SU^ £M* Tii , ^X7xn- fl^f * 0 m n A fiO 2 o^IMblH- * - y* W K L 
t\ *fflgfflJi&KJ:*Jfi»ffll&^g5i<4'S*'!»-J& 0 AttK&S^St^MU 
«n^®^feST^^7i^^-^^ii^? f IcoMt'Ia? N~£$$T&* ft} 
Afi\ Trc (I p p) ompAtSSJiS^? Kti, <flBf3* om p AgrSJSBBfllK 
Ifr&Lfct r c ^^i* If (1 p p) r^fr-ggflj Stf 

OflfcLTv ±B7"?*3 Ktt* TrcompAtlL, t r c '/p-£-?-IIo mo 
A3- Fi'y'tA'mntttt* Z<Q£ ?ft7°?*3 Hi, ^i^lM^i^j'- » 

[0 1 S 1] 
[0 18 2] 

x 7 * - t>T^H5I^ 36 US S L v ( W x. fik\ m&®fc% K . «Wc . Rfcg^ 

4 * >- ^ * nm a , r?fei7i^?- ft* L t *{> t<& & o 

[0 18 3] 

*-H^ra^^a*7* Kfi^ -f^&Sf fcfilSAOSESfiia Cd i f f us i 

on limits) f^t\ £Mfefc*&0&S!8S'v, # •J^T'f- feli^ 

T 1 ^ Fi0jiit*^3fe-r*i t^«^*--t$*fCv»J|> mx.it, Ba y 1 ey, 19 9 9 
, Nature Biotechnology 1 7 : 1 0 6 6- 1 0 6 7 ; F e r na 50 
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(50) JP 2004-500042 A 2004 .1.8 

n d e z £ , 1 99S, Nature Biotechnology 16:418-4 
20;43£O f Derossif?, 1 9 9 8, Trends Ge I I Biol. 8 : 8 

4-8?) offiot, mmimmmmmmK 7 * »j 7> ^^^7^^- 

WfflSii. 7^D-^7r- I^j:tfX7x^-frT£^frS^>/^f *a- F+fc 

K* * tfx 7 x * ? - g-^f * S-tr 1 JW±Oft & 9 > *9 fi * 3 - F 1 4 1 JW± ©flf* 
^ fc-Hilt* iiu * * £ *l ft <7>g|gff£l J: i\- t-i\ j~y*?9- ft? fi , 

HIV TAT*>/'t£ r fffcS*-*-*'*7"-7-K, 7>7t^fV?*^F;0 
('^Hf->^i , tXVmiimMWmm* (FGF) R»fr14EJn! IMT S ) , £ 
it^M70^^VP2Z 4 *n7^'7> (W&f*, A3pftx?v>; 6H) , * 

; 6 R) (W^.tf . Blanket 1 9 9 6, Proc. Nat!. Acad 
. Sci, USA 9 3:8437-8442) #£*f&*l*. 
[0 3 8 4 ] 

%\\<r>n 1 1. n£ifi#s v it , m-B- 9 y *•* >? f it, v 7 * u - * t> k* 

is 7+frWn> 7*9-^7* KJ3 J: ^7 * £ 9 - W*3tr 1 JLA±0>jB >■ f 20 

* 3- Kf * 1 tix^feiij^ ^m-h t n izmtt&e ?.<dWM\- x atar, x 7 * * 

[0 1 8 5] 

iilt & 6«o , -> ^ 7** K, %m^M%^ 7 i'j^ K£ i; 

j*** =§r#^^»?-a , s&Htmfgftm a , v ^ + a- e?>j H 

9 v $ %-?M^Wm^ 7 * 'J - * -fi- K J3 J; CK-i. 7 * £ * - ^ £ -g-fr 1 Jil± <J5jft-£ 
[0186] 30 

mmmm ur, 3 <; v ^ffiittiu h 1 v tat, jea^*** 9-f^vp22, 

7>fW<f7, 6H, 6K*J:0 J 6RtC*ife"t*JRi)a*ffl^7'f-fftj!SiBl-4£i 

y A ^ C ^ ^ + )VWn * ^i>o 
[0 1 S 7] 

k UTfB < « B'al lard*> ( 1 9 9 6, Proc. Nat!. « 

Acad, S c i , USA 93: 12631-12534) MjbtMU&oOl 

Rfi(anthrax) (PA) a\ L F ^)^ira (LPn : 255?-^ 'fflH£ 

£ (Kfe-f-A *>©"?ti*vvft«, v 7f .'J 7w|AISl 1-19 3*) (Blanket 
,1996. Proc. Nat!, Acad/ Sci, USA 93 :8437 — 8 

442) , ?i'?mm, '<umm, ±mnm*%&&&n (ltj , ^issa^fetes^ 

(ST) , WiSfitv i'/fDh^-MiSi, EaggEC$£tt#Sl (EAS 
T) , CNF, W^^t±^5i^, «*jM*, /stuaai, isiCFSheA^jfiiSKffl^ » 
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(51) 3P 2054-5000« A 2004.1.S 

(St< tiU WfLti, 0' BrienJiJ: ^Holmes, 1996 
Protein toxins of Escherichia co!i and Sa 
1 m o n e I I a . Ceil a la r and Molecular Biology, 
N e i d h a r d t h fsB) ♦ ASM Press, 7 v > h V D. C. , o p 2 7 S 

lo 1 8 S] 

Bfctt, *&W««£Ifc£*:fc* (flit iff* Makrides. S. . 1 9 9 6, M 
icrobiol, Revs 60:512-538 *$JiR 0 ft, £<o:fcgEW\ #HU J: » 

[0 1 8 93 

*&iJJ*i l JiUt©-$ox.7 j. * jj^fc X <? i £l±»ftg©z:^jL 7 *. 9 $ - ft^fc 3 
- Ft* £ * ft Its ft&mft;fli&IKKM*&ftt*. 3 KS £ t* h 7 

lift *C 3 - F § ft -C Jt ^ L , S it 2 U±00 77 X ?, K * L < t*$f»fl^ £ a - 20 

7 ^ ? - 3^ £ T * & 31«fclimft;M3 tS^t*« fc^«X7x^- 
* f«0Sl^ftJB*eE«3iffi©P34 <ot«T?*o T & J: '/> L , * jC=*Jjc 

7x^-j^t3- Kt *#j*3H^«tffc**ea>»l©r y a t»* ii« a* £ -5 

i3$fcJimttJB£e#A LT *> J: ^ (01* > F?^>7in 

^il^t^o x7x??-^3- Ht*#S^K«S6iHlfcSf£3 4tT^*7'P-*~ 
^-liRtt (tfctofc* KMW>*>«» tfcliStt (tfcfrfcx i7*^-m3- K 30 
t * fti*^ L T Xfc^ * ^ ? * v 0 "C * o T 4 * v ». 
[0 19 0] 

l< msrH-ta< 'd%-n®<nmm-mi, n^zntzfiy v-t^m^ 

X CFtm<Vfc&<0£4M*- S-^trSIS *^a«Jftfl=, 01*. ti ~f y x ^ KcjfA 

LT *> JU> 0 MIS^& J; CJTBHR^^^ttxy * * jj-** £ tf/ £ 7 7 > 

*v^«W»cj:->Tft»$*iT4 ^H3UR«U. DNAJlf^£fr^& 

Sq^S*^*fe<0 1o*fflv»tv flfrg^w^Bfra- Kt**i|DNABB?U£> $7% 

ffAt^Uiaotiino All: IX, S amb r o o k h. 1989. Mo! * 
ecHiar Biology: A Laboratory Manual, Co I d S 
pring Harbor Press, Cold Spring Harbor, NY: 
A u s u b e I h, 1995, Current Protocols i n Molec 
u U r Biology, Greene Publishing, New York, 
NY*#S, ZilbV^mtt in v i t r o N A X ^^BEffife <fc V i n v 

ivolli (**K^ffi^x) **A#4o *nw«fi^*yo*-?-*iist$feteKje» 
$*tr^*, x7*^-&f«3- Ktsti^^siitSo 

[0 19 1] 
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(52) JP 2004-500042 A 2004.1.8 

l/:i^7i??-^ -&Sfctir:*o ft £>»&fcti, 

^fJiJr^/tKfiiyx^^-^ii^r^^O^K ii« UK a - K S ft T 
i J: n U t rz ii 2 £L±*> 79 * 3 K $ t < ttfeffifc 3 *- F S itT^T 4> <K ^ 0 *g 

w f r y a ^ & i n % k 3 - k § ft * a & * > / ^ i * $ Asv & h m% 

1tM£ti#l£ *>$$t&o t* * * mm % 7 D * - Utfeggft) K £ ft X H 4 

ii&£>;^H£3- Ft fc&BMH 1 *aw©a-^?>/'f^s*3- Ft* 

v * y h fr^t^s w t v a 5 k k nx itiiw, » 

[0 3 9 2] 

*f6B*>&£«ffe«>£ite#3S-?li, ^^(?>Hm-<l##fi79X5 F-C*4 0 
[0 19 3] 

fcfr*>W<0 J?* 5 Ft LTIi, W£tf, p K K 2 2 3 - 3 (Pharmacia F 
ine Chemicals, Uppsala, Sweden) Si^GEMl (Pr 
omega Biotec, Madison, W I , USA) #W&>ft*o £ft£><£> 
PBR 3 2 2 T*^J ^^®^'i7n^™^-i3 t S:CJ f ^m?ft4-<&^7ig£?iJ^li^'fr 
fc*S«> pBR3 2 2iifg;ae-m7 , 9^. 3 FT*at^?>ft-C^*o *W**S>$i& 20 

* mfttii(», pUC75*5 Kt L-Ct*> !S.£3ft&^T'ii*^\ pUC 1 
9 tf * Y a n i s c h - P e r r o n €>, 1 9 8 5. Gene 3 3 : 1 0 3- 
1 1 9#H) jiitFpBl uescriot (Stratagene) ;6Wbft& 0 
[0 19 4] 

phagescript, ph i X 1 7 4, pbluescr iptSK, pBs 
KS, p NH 8 a , p NH 1 6a, p NH Ha, p NH 4 6 a (Stratagene 
) ; p T r c 9 9 A * pKK 223-3v oKK 2 3 3 - 3 , d D R 5 4 0, dRIT5 

(Pharmacia) « pBR 3 2 2 [Mmi *%tt^%LV>-?*? x 3 N\ fliif, pK » 
K 2 2 3 - 3 ( P h a r m a c i a Fine Chemical s. Uppsala, 
Sweden) UiO'GEMl (Promega Biotec, Madison, W 
I , USA) **&m^$%<> zfrb%m%it?v*-*-to*V&n.Z1ih'<*%®&. 
5!lfciia*'fr!b*&, pCET\ pTS <*«B»«£6Sfcie«&ft-*J: i &) « 

[0 19 5] 

6«K£tt&*i*i> TS-TNF-* F, K, ifciip 

TS-BRPTNF-«7"7^5 
[0 19 6] 

*fcW*>#Se<D£»#$lt t fclU Omp Av^t^Ba^J^JctK-^i^^^^-^^/^H 40 
N- I I I — ompA— H i adK3- FSftTii*K ijl.[i^i7x^^-^tf)3 

- f a< * n - - > ? § m & 'j >- * - nzn *> ±SE K o m p A ~> ^ *s?u * a - K+ 

iDNAE^jm* »4 L'^m^Mm^H. p I N — I T I — ompA — Hi n 
-0\ ac-«^^-h e pTifctit e t 7 , p*-#'--CS»'*'* 
(Kent ier-Del ruefe (1988) , M« c , Acids Res. 16 
1 8 7 2 6 0 
[0 19 7] 
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(53) JP 2004-500042 A 2004,1.3 

^ti^f £^'/'f ll© F 7 ? K^'ffl^T^Ji^o fit A. 

If, it I- 5 > * i* > X *v*> £ J; tfM C S £r^T*&& !• 5 > 

[0 1 9 S] 

4*j H@?Wx7x^^- fl^fc 3 - K+fcl2yild*i§ A £ tt£ f- 7 > X * W# t 

-frKiiu I^-A-^Il±jfi^ , A^f7yx^/^A|fei:l^/H*-j' 
-CiotiSUo h 9 ^ * v> X?ii,t»3n--$ o^ft 

[0 1 & 9] 

***aj&STti, h7^x#*/>r?^? K^I-y >^^V>^^|c, h7>7s^v f > 
<&ffi£Effi8!?H OWfl K > J- 7 > ^ * V > 1 i 1 £Sf*ii£ :i4<, h v > x # V > 

[0 2 0 01 

9> T n 1 OiSJ^T n 5 »if *&i U^M^S^'i, ^7a*7vt"7a 

5 F tiT n 1 0 ?f A,i w ^ h Wfl iCiig-T^ 7 > £ V V ^imilfS^ £#1-*. p N K 
2 8 8 3 (ATCC) X"&n, 1 WJt<©-* 7 * ? ? - SfJ-fr 3- Kf n 

Mi- J; J) (1) 7 7* 3 F*a-trffiI^»14*tS<3!>jt*^a6«^-*-- («^.f#, Sc-r 
C, AroA4t) O^o*-*-©*!/*:! tT'- ; (2) BKP*fc?s (.3) 1 \>X±<T> » 
r*x7*^*-H (TNF-«> £ fcii^es-^^^ft v flixJ*\ Omp-A- 
TNF-« K"f*^BfUi!!tiitetjgJg^*iyi:*7 J ;^^-i3^ (t r 

c££ T ) 097*0^-?-, (4) 1^71^-^*3- Kt*«ll«^-U 

[0 2 0 1 3 

c <t o ft $ *t . 1 1- g>M^n$-<oz: ® o j&fe* i- v > * * v v w x 

[0 2 0 2] 40 

4=3 J: l^'t >1/ ^ bai)-fS«tt ;s- ^ -f U d- */ > SSt Si * J: 0*M C S * frfr ^ - h 5 ^ ^ * V* 
[0 2 0 3] 
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(54) JP JOO4-5O0O4? A 2004.1.8 

- * <) * d^S?!lti&4 L. < tiittOT N 1 0 f- 7" ^ *v>if \ffifl|<fliISfefc 

c) jffSKjti?, £«*J:C^tto#Affi^B;&<»ftlJt3&#i* Cfl,*.^ BRP) £s 

d) 6ffl;i3jtc^ttoif*syi^W£#llu V?* 3 Krtfci£-<*>*iJ|8SM3:*a»:S'tj' 
, j^7±? ?-&?<r>U&&<»K&ftv)V+7>)\s?v~-->rUB (MCS) . MCSli 

em 

[0 2 0 4 ] 
[0 2 0 5] 

f ti , @ e*t# g&t&JSS&ftii'H' ^ * y Jim 7 9 t> F % o 
[0 2 0 6] 

?K^I>^« A sWfci*-e 4 £ * :X < i#?i«~C^?fi H4it § * o 

#HWe?*^*9Si±DAP f^V-v?^^ 1 )^) *^HrfiHS*i--& 6 DA 

jf&r & i t $ * <^ n * Q ra« * £ i^.ft d * - * - c«ng t ? * l * a 
sdS£*Eai*fcgi\s>7*5** f\ muts ■wkmvftw?'?*.* f&dap^se 

T^a s d?£t££:X< ^7" A&'l<feS£J8SI £ £ * (Wittf, Curt I 

s & , mi «*a#n s ss 5, 8 4 0, 4 8 3 m^> o 

[0 2 0 7] 

* ©flW>#ffi£ ^ tm$& ^ *> *l T 13 l? , *o , COISIS ft H A 4 o 

* *E L T 7 v 7 ? K* JS»f &mm * IfelTtiw 

[0 2 0 8] 40 

S3 U * ^ 3 U v > * 3 - K L (a U v >S3S t*«3 ( ^>' ^ <t t) * J; •) 

F^!?, E^'iyyjiCo 1E3 <D/h-^ 7^ -v h ^*J6 0 
[0 2 0 9] 

■k^rnvzo-mmmm^tt . a ^ * ^ - , i «? # i. < ^^ism a ^ ¥ 
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(55) JP 2004-500042 A 2004.1.8 

^I^^ii 3 o tJ^jsffiamiat t ox#titi o # % j: i * 7 * # * 

[0 2 10] 

i7 x ^ ^ - ^1 (ii a ? > f ^ 3 - vi-&mmm<?>zhmtt^ ^7 
oTiif^o m l a, x?*^- ft^^mmmm -e &ti <d <*> t" ft *-^y * 

Rfc (T£*>£, ^ffiofcw) SfcttHfll K&O'&O'?*^) f^oTU 10 

7^ *v--lf7*n*-*- (V i I 1 si-Kama r o f i fc, 1 9 7 8, Proc. 

Natl. Acad. Sc i, U.S.A. 7 5:3 7 2 7 - 3 7 3 1 ) , tfzii. 

lacynt-?- (DeBoerfc, 1 9 8 3. Proc. Nat l. Acad. 

Sc i, U.S.A. 8 0 : 2 1 -2 5;Scieniif ic American. 

1980, 242:74-94) ^<05t££ft7n-*- t,*tJ& a #3^^ 
a*8ft*.^*^nt-?-t LTii, HSgSii*fc©Tttifcnjk I ac I, ! a 
cZ, T3,T7s g p fc ^ a P „ , 1P V , trcs p a g C , stilA, poll! 

i d i n A ) r u v , recAv u v r A % u v r B > avrDi umuDC, lex 20 
A, cea, c a a , feitfree Nrt^f&ft* (Wx. tf, Scinat rft, 19 
3 1, Biocfeimie 73:423- 4 3 1» » *f* Lv>*$»rfi\ 7*n 
* - Si t r c * £ Amannij, 1 9 8 8. Gene 69:3 01 

- 3 5 #JS) o 

[0 2 11] 

■-9fc 7 * * ? ~ s o s / v * - ? -^aaTt^s * *i & a •) v v & 

t LTMtx ffiS68*l4 4©"Ct*4^ recA, s u 1 A, umuC, dinA, r u 
v, a v r A n «vrB% uvrD, 1 exA, c e a > c a a , rccN4 ifty&if % 35 
ft*, 
[0 2 12] 

* , w*.**, pepT pi^-^^ ^ nmsmm & «s *> ^ t s ft 

Tv»J (Slrauchfe, 1985, j. Bacteriol. 1 5 6:7 4 3- 

-*-*t«%&*>P 1 7"nt-?-J; t) * s V'-^'K'if 3 ft 4 i^ffyc ^- ? - T* 

6 n > If lUfeft jeB t T * ©*14**F N Rtf^<CRP-cAM P KJ-sT $ ft * 
(Lombardot, 1997, J. Bacteriol. 179:1909-1 4S 

9 1 7) o loaftlHMlhNi* &*tftfcHM*3ft4 7*o*--*'-, po t 

ABCDyp*-^-*fflv»*o po [ABCD(*iX*#TTpepT*t>MLT» 
fASft&^u pep Tfife^ KisviTCOHSlH*-^ *»or^&7*n*-^ 

-tei£^£ftTi5^ (Lombardofe, 1 9 9 7. J. Bacteriol. 1 

7 91 1909-1917) x *Si^K|o-C6ffl?^ ( 
[0213] 

*fcv»(jL 7*n*-*-tfTn 1 0 I- 7>Z#V><7) t e t i^fct&i&f 
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JP JOO4-5O0O12 A 2004. 1.8 



e t WmW&KQiW&it&toKx + W-y ADHa.^^< (Schi z o s a c c Ii 
aromyces p o m b e ) (Faryar and G a t z , 1992, Cur 
rent Genetics 2 1 : 3 4 5 - 3 4 9) £ J: a : l$3LP.M (Lang an 
d Fein gold, 1996, Gene 1 5 8 : 1 6 9- 1 7 1) 4 t*<OM&ffif& 
out SSI* ftfcrtV *iS©flF£Ji*<7>£fla i TKtf &<> fit tf, 

St i eger*> ( 1 9 9 9, Gene 2 2 6 : 2 4 3 - 2 5 2 ) it t e t ? 

*> ftiit* #3 fc * ft * ffl * «*> l / 1 o *ft*tw?ct x~& h 0 

[0214] 10 

^ y yt! "j \ j$fif £ ii C jo t t£ i3&*ft©T£ra)tf>nf tifrwtimv: i^TT 7 -t t- 
H (Sambrook6, 1989, Molecular Biology: A L 
aboratory Manual, Cold Spring Harbor Press 
, Cold Spring Harbor, NY ; Aus ube 1 1995, C 
u r r e n t Protocols in Molecular Biology, Gre 
e n e Publishing, New York, II Y#B8) <> 
[0 2 1 53 20 
5 . 7 - M^-^f S 

' * & sit t* „ i b« eg * t & ?t *> t>- 55*ftiit&ig mmm * fl&o&aiois 

J: XI/ i £ im& 9 > si jr 1 * 3 - K 1" & 1«±^^ * 

l &±<?> 7 x ^ * - g^fe x v/ 1 & a m& ? y K fr 3 - 1 a_b*># 

* V - J: CH/* * y * * V - jnfit * * # ^, h sK -f V ^ 7 — -tf I fffl i If, 

CPT- I I, htf-tfjy, 9-AC, &£CFGG-2 11), yA^*e>\ try WV » 
\£V^ t^'J^l/f-^, 5-7,WD^y* (5-PU) , n-fa#9> t WV 

, y?-f->yc, l-ftKnfxUfny, ^33 n>+v( h\ -fa-%yy 

/^Sfca-PI-fcl &± J; * Slt?ii^^ftIII»S^K 

, y tot Arli' x jgijg^) t £ i K1S!S L T <fc ^ 0 ^ S ft* JScoTO 

x»4rJIMtUTiJ: < , #K, #^«»K«flx*ji,^-jt*'#)i'h (lMeV 

*fflv»-C* Jtv** Micai^iita^dlCvy^A, Msi^oflb^TEK 

vmrniZT-i vy-7u t*<r> y mmm ? v * 7^n- ltu^ ( 

[0 2 16] 
[0 2 17] 
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(57) JP Z004-50QOC A 2004.1.8 

[0 2 18] 

J: 1 £ * > JJ* 3 - Ki" * 1 EJL±*># * «63Rt % J: * s£ It ? ft 
[0219] io 

fiot, *ISW^«TSi6i^JSfi£(i¥-gi»jSfei£4: LTfflv^fta^fft* 
wiiSjJ: ij i ft ±L 
[0 2 2 0] 

5. s %gi>fca!)<p:frfefejttfiiafell8 

£ frf&#f 4 „ & & J J , -^x 7 * ^ ? - 55-^ ti s*)JI v »> > AW , jftgu I ft 

[0 2 2 1] 

[0 2 2 2] 

3 ft lRJ:0-*i7i^-H*3- I*** 1 a±^«5H^^A^>&^ 

i 1 4 gf t; > 1 & ±0)23 4 7* d - ? »- t;«t& L ? * *S £ ft £ 1 Ul± w 
7 * * * - fr* £ J: o= 1 J^±»r^x 7i?^-j}?^-Kni W-h««»* 

, H^S»*«Ot&S^c)0© 1 * ^ * -£*t©gjffi£ 

ISM f ii v x 7 * ? * - : v>^ ii T N F 7 7 ?, ysi— x fflfai&m\&« 7> K 

[0 2 2 3] 40 

^ ii ^ ft* * '£'11 1 t Mbif c , i&.t ©aa * y a * - * - & fling t ? * 

]&|gSftfc*ISKo l Ja±<o»^^^,-^H*3- K** 1 U±«>&«fl-**£X-?** 
m&Z&%ki'Z>&!&Z., 1 Jil±^^^^c^-^-«^L^ ft^Tifte$ftA*a 

» i: fr a- ^> ^> mmimmm&n * s-^ x- * & e s^jw «s & c t a,i? * 

[0 2 2 4] 50 
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(58) JP 2004-500042 A 20M.1.S 

[0 2 2 5] 

jl 7 * * - ft? t mm K ct *) 1 Jil± «x 7 i * * - jH^>&*£fc*££ * ftffi* 
* o =WW! (i * ft 1 &±co#*ft ft i 7^^-^^/! ft JiFfS U «S: 13 1 ja± 

tuft-*-*, 

[0 2 2 63 M 

a t ft^ * * ? g ft w^sitiiiffliii k a »> sits ft #5&w ^ i w± 

^ y K*>£££i£$ t & o (i £ ft , +w^7l^ ^«©|i»itjg«fe w 
£ Jt o -csii? n * , *> i buos*# * > /<* s t mk j: ! 9 #s&b <*> i Ja± 

<?>x7x^ *-£*«j*fi*£*i*gg *£5iMt*ft lW±«i*^i&^> 

sw&isiw/f KitmwKXt) ibl±o*4*x 7 nfta^ 

ttffl ffi A-& fr^ j§*t £ t€llr a<, 
[0 2 2 7] 

i, m« , mm , fcjo^&B&wtc^tT** <o-fti3« a wm^mm-f 6 ft a <> ,& 

#ti*FSL<fcJU fifties it* 4>3>Tl*4M^\ 7*£ , -"v MJ> * , *3„ 

Jffli£lS*Ta££, IfifUDjiS-IIStSiL tftii 
M^«8Jfe<?#4*co^(^co»^<7>^£ («») &ia*Ta 
[0 2 2 8] 

*f&8(iE&±&#S ft*!!** i ^ 1 JsU:*?®^*: 7*Q**- * - UPlt t t 

Sftft lW±^i7x^?-5-H3- Ft* 1 W±^»5H^^Tfta^aft 

1 fiL±tf>a^ L ^ a iti^ S Aft 1 JiLtO-* i7^n-f 

flM&tftiHS * ? ft * E «i * o 

[0 2 2 9] 

*&®imm±m® $ ft*g#j3 £ o< 1 j^^ss* 7** * - m&hil i a 

S it ft #S&^ <*> 1 W ±<£>a£ * > ; < * H * a - I* -t * 1 &± <r>m&%? £ Br A, T* ft a li# 

4 tM&ftJl£ A,^ft a E Hffiift «s * «"f a ° *58B **E *-t»g 3 ft * S#4 % 

trt i a^aes ft ft i &±<?>m&?> 

ftj|£$£ltt;«l «: ^ f <t * E « * o 4e 

[ 0 2 3 0 3 

*!& §g t± * ft ± a; ft a ftij j: ^^fbrn^-Si^ «a n * * a g mmm * 
«i-a 0 *i&si±s ftgaR^^sftatift* i &jt^>^x7z ^ ^-e-Tis 

tz^m^f-ttb is^jli^ s ft a tfitt & t ^> a <> #§&33 1* « ft e^ ±at # 

5 ft a fi ft ft 6> *HW to ltik±.v>M& ? > n B £ u=3r M U <t >3 l W J:<o x 7 * * 

* - s-* # a-x/ra a las'f be«igB9* a- ^^yf* ax-? ft a g m^§^^ t a 0 
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(59) JP 2004-500042 A 200-4.1. a 

[0231] 

ft«s*i§?it43 4 0**147** x h c #3 4 # ij -t o - * mm ®m*>*:e><?> 
mmmt i%mx~%& Q $m%&mmm\t ixur>f>, ^ h- 

'J-tn-,^ 7 n e J- > it U ^ - ;K ** i ? y - ;u 4 fc'fl^f b ft «- « ta^*Pt*3rSK 

fi#***4**o »a*E*Ji#^1«t*E. W. Mart i nKJr* TR em i n g t o 20 
n* s Pharmaceutical SciencesJ 

* *o mB ttett-r * *fa* s t * k 3- if * wm *4&4*« k aa-a-r 

[0 2 3 2] 

% ic (4 9 ^ ./ * 4 > & <?r?> ftdrftBttti * ^ f- J: ^ * - m fofrtttiM k 4 * 

o * fcSt 4 c TBK-f 1-& fi , j&fr fc&^-tff i- fc-fU"? 4 Mtffl *SM* 
[0 2 3 ,3 ] 

in v i t r oTv-b*f#£iBL-C*jJ:w Kk*t:|!ffl?ft«iE 

tKiHtc^o-C^^^ft^^^-C^^o U^Lft^e,x |EFafrfflS«6ffl{*«jl. « 

0c f , u, /k gft^Uft l x 1 0' * c. t', u./kj:f3K^ftl. 0 c 
. f . u. /k gfc^Lftl X 1 0* c. f . u. /k g ;mSi-4 t^l x 1 0 1 c. 
f . u . /kg^L.^lxio ! c . f . u . /kg; FrSK 4 ») 1 X l iV c . f 
. p./kg^tixio' c . f . u . / k g : 4 ^3fM{- 4 *5 *D 1 x l 0 4 c . 
f . u. /k git^L&l x 1 0 1 * c. f . u. /k g ^rSliirfflfiiii 11 v 

itro e> ft ^ JSfif&SdiSt £ £ * ^jusse*** e>*s-ei & <> 

[0 2 3 4 ] 
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(60) JP ZOO4-50OM2 A 2004.1,3 

[0 2 3 5] 

ffijft&lff <^x.tt\ DfittK^ S»4JJ:^ll*!iJR4ir) HnKtttJtotS^Ltt 

iiD^it^v^fii ^jffaftgRK i-sT 4«2i.& K m At 4 i <L #a 1 t 
* [ 9, B&n&ttlifliLtf, Omma y a 'J^-^-^if^iJ^-z-i-^^McJ 

V V Mfcffl tf JUS « ft J£ U <fc o T ft£i B & «, 13 
[0 2 3 6] 

a 1 ifcBA, !cii-/77Af^ v ? ts i a I a s t i c) irolS 

4 t < liM £ f* D# k * * # 3114, 5114, & L < i* 4f 5^ > 1 £ 7* 5 
> N Ki-5Tjtlft^S*o *>&&itfi££T(i, MMifcttftifofc L < Sif^#& 

[0 2 3 7] 

* J: ffarMU J: <3 1 tti«x7x * ^-^^^VvT^^sl^bM^fl^liii^vx 
fATMt^, *SHSi^aSl-Cfi> #>y4:IEffl-f*4e^t*a danger, Jb 
W> Sef ton, CRC Crit, Kef. Biomed, E n g , 14:20 
1 ( 1 9 8 7) ; Bachwald^, 1 9 8 0, Surgery 88:507;* 
^Saudelt 6, 1 N, Engl. J. Med, 3 2 1:5 7 4$ 

JS) 0 *) lo«**)g3i-cii, S^tt«*ftfflf**&'b*4 (Medical A 
pp 1 i cat i o_as of Control led Release, Laager 
and Wise (fe) ., CRC Press, , Boca. Raton, Florid 
a ( 1974 ); Controlled Drug Bioavailability, 
Drug Product Design and Performance, Srnoie 30 

0 and Ball (I), Wiley, New York 11984) Rang 
er and P e p p a s , J. Macromol, Sc i. Rev. Macro 
m o 1 . Chem, 2 3 : 6 1 I 1 9 8 3 ) M ; L e v y *>, 1 9 8 5, S c i e 
nee 22S:i90: During^, 1989, Ann. Neurol. 2 5 
; 3 5 1 : fyXVlio wa r d P>, 1 9 8 9, J, Neurosurg, 71 : 10 

li«-i^^^Itt*,Sg^-S< Kl< iHtl« <0!*.tf» Good son, 

1 ii Medical Applications of Control led Rele 
a s e , ±SB, 2 «, 1 1 5 - 1 3 8 Ja ( 1 9 8 4 ) #ap,) 0 

[0 2 3 8] 46 

A iiL anger (1990, Science 249:1 5 27 
- 1 5 3 3) K. ChHXis ») v 1 £L±0-*x 7 * * ^T* J: 

[0 2 3 9] 
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(61) JP 2004-500042 A 2004.1.8 

[0 2 4 0] 

CPT-l K N#f-#>\ 9 - A C is i: CFG G- 2 l l ) , t r >, 
eVU,ve>, -f^i-y^ 5 -7;Wn>>y (5-FU) , o -f 3 # i; > , 

f^-fy^, T^if- ->>D^ 1-ft KtJfXh^ftiy, 
[0 2 4 I] 

£o*»S88TUU *S&W^II£i^l&*ffi£»J<9$: j S-1iifc 2mm. 6B*K, 

1 bbsisk is, 4 5, e a, 120, 1 4 a, 1 ?8 i ftiil^Aif) ^ 

6R*W* 1 2B*Hv IB, 4 9, 6 0, 1 2 0, 1 4 0, 1 «fclift»-£tfe> ft*-* 20 
*« &£^l#SlTii, *^og^S**&Sr*n3S9JtlSl^^lfi:#'t*«, *HWMU ffi 

? I s- ^ - ft* i w±<o«» framr * j ? sms *i>tgi»ite*afisiia® 

[0 2 4 2] 

*H £ (i $ ft , £ ffcJS 38© t fl-f s , tftfftj i: 1 JM±^^ 7 * 9 9 - 

ft siM-^ ^ > / ^ s * 3 - Fi- a i eu^s* a-** mi t * jt * e» s n ft mmnmm 
m^-mm^m^ ^-ii^T&o ^a******?**!, i^b«wt*oi t 
mam?** 3 * t, zHhvm&<»-&&ftm&&^x&mz 

'tfoT> *^®«^tt£«&fii|^*ftl*i£ t LTffl^ fcfts&SI^-f it*** *> 4> * 

ft±Lft$T!£*>ft^T<> 

[0 2 4 3] 

(fix.**, y^tftfixlfesft) Tt^t*. Wffe^^a^lS^Ji, 3MSWtiftjitill«S 

T?u«ift * <, ^ * $ itT ^ * m<om tfe i ft a ^Kr s s-amr & <> is asanas asmta 

»i L<(ilSMffi%^!S^^*< fci mB, 5 US, 10, l»HU 1 

[0 2 4 4 ] 

^•e &ss w *i a-.?> $ * * * & * f ^mmmm 

7"n h 3 - ;v£-f^ UtJ:^ » BBSs 3 it* 4i«>Tfi6<*^ x L 
T t i < , i£^6« Hits /u* - >' jfttfr h (IMeV^W-^ K^R 
It) £m '/it t J: < , K.fiJEU iill^ tf - A & J: tfjE^mffi x ffitt^ffl'^T^ J: ^ 0 Ik 
MM ££Wt£M 1" * ft * 5 v 9 A , 3 / ■{ ;v f & Jr yf^ o^tew «!)iSt#iS14 T -f v h 
-7*4 !f<r> y i&jkmt v -y * T A V f - 7*«rK^ L T 'i J: 
[0 2 4 5] 

v s ttr v » * ,m# 1 o -c^jj'A n ^> n. ^> , f ft t*# ^ v*g«ft 1 1 ft *b 
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052} HP Z0O4-5O0O42 A 2004,1.3 

[0 2 4 6] 

*n mom mmtk® a t k mi & ft m o T3rg<of&* i * u ? ^ w 

4 L<ii i a vitrei *v»? in v i v o?K3&Sft<&» #£<?>g» 
SSife) 2 ft & f t afc&fe-r i^CftJBfgai n v i i roTv^fc 

[0 2 4 7] 

saw j&si *#ffl*r * it, ■> y * ivB m ttnm&ftttm? & z t , ftguug® ^ 7 * 
* * ■* & * ?t i±j&saa.?&<?>9-f t*^a t & z t x-mnx- % % <> £ ft 

**fe»*SEr y -t-f , E L I S A WMM*7 y -fc-f ) % p* >- K 1 ?-* v if- J 

l\ ffiftlS^T-yt-f , fc&»lt&Tyfc-K ^^{[A^75 
•fc -f & H XI F A C S m¥: e<r> SEffi * ffl ^ * 7 ? -fc-f *5 J: T ? * <f & * ii C 

*+~eT ? ^.-f 43 J: t/Ss^ft^v' 7hT y *M (EMS A) fc * o TT ? -t-ffji 
o T*BUiaoj.7x*^-ffiieii. 0M.tf„ 5 1 C r$tfj7-y^fc iotlifef'^ (0J 
itf, Palladlnofe, 1 9 8 7, Cancer Res, 4 7:5 0 7 4 -5 
079** tfBlacherefc. 199 3, J. Immunotherapy 14 

: 3 5 2 - 3 5 6 ) o 

[0 2 4 8] 

*H W«B *iBrit^ ii* * Jt i mm T «*#tt £f£T $ * ^r<0 K -=>^ TBSfc 

a-t % ^ ?>m±> k o»r » tk.h-c § & „ 2rSj^*?« * m ^ x mm k is *t 

[0 2 4 9] 
[0 2 5 0] 

, ??k ~?m;, 7v, ^ju, -f^, »?^^ f *irS'iic*ti-4wa 

^tjit^x^m^^T-S^o t h^S^C*iQ i n v i voS.^/c36i^ 
% frWX' &%1<D v » -f ft 3>|ft» * 7= * ^ ^ T ^> J: ^ o 
[0 2 5 1 ] 

JiAT © - itm^ ?} fc #> § ft & $> o -C , ^>fSS * ffl.ie1-* «D -c 

[0 2 5 2] 
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(63) JP 2O04-50W42 A 20M.1.S 

[0 2 5 3] 

6, 1 TNF-it 79X5 K<y>« » 

K ft ft 3 ft 4^5^ -5 K iifcUB 0£|f SO £ * ^1" fc & X' 

[0 2 5 4 ] 

t r c /D^-^-Wi, i7i^-^3- Kt^tiwy^A? Kfc|fc-3< 10 
IHlfcJtaS&ISOfcalxc, 7*5*3 KT r c 9 9 A (Pharmaci ajS»^rFJR3*fC 
I/**) ifcliTrcHi 8B (In V i t r o g e n ^ferjj?f $ fttw*) ££j'/>fc<, 
1/7^ ? K t 19 & a K y t LX(0 N c o I £ < ^ /u* 7\V7 a - ~ > 7' 

[0 2 5 5] 

6. 1. 1. nCET^A; K 

7"7* 5 K p C E 3 3 (EI v i n5), 199 0, Gene 87:123-12 6) 
#j&3K* SafI&?SC ! a I t*«JBr U mu n g b e a n?^ it^U., 20 

3fc^-CWffig£BamHI-CftJWLfc, #&Jtfci. 4kb«i^'2, lkfo 

<f9pUC19 (GIBCO*-*>miE5ltt^ft) ^>S s p I/B amH lBfH-KiB^L.T 
/7^? KpC IfcfmUfc. KpC I S-eaHSgf^BamHI-CWUfU^ mu n 

g b c- a 11 7 7 i-T-ifT*¥jf*^t U ^T-fiJililt A f 1 I I I TMLfco # 
%*i£3. 1 k hvy.xy h~%&Ml.fzo 7-y 7 5 FT r c H i a BfcftlllKBMSC 1 a ! t 
Sfc&JFHtU T4DWAJJf , ;^9—e-C 3 l £ »*SRi:t, ^-ca f i I I It'MfLfc* 
*v«T* #*>ft£3 ~v7 hP^J:^- 3*-*-**tr0. 6kb«^>K£3. 
1 k b © p C I ffitf-Ue-g 1 IT 7<?7 5 KpCET t'fffco p C E T TrcSDAi 
fc it T r c H i sBi Hfca F> £ LT^N c 0 I fflttt ^Jt^fiE< TrcHi 

ft jM - ) 7* 7 7 K * ftit* * 3 0 tr x*ii?i 3 fc<> 

[0 2 5 6] 

6, 1. 2. ttTS7°v7 3 K 

h 7 7 X *" 7*7 «*-|4jfefe#a&AiS X V*. 7 x 7 ¥ - * 3 - K-t * feffifl?* V > II 
«*ttiBte*tr ? , p T S tiS » it* 7*5 x 5 KfcJ^Teo J: 9 UtS* L fc* 7" 9 X 5 K p 
■MK 2 8 8 3 (Am er i can Type Culture Col lection (A 
TCC) ^fcTpBSftT^a) tWHMB a inH I "«0»U 4, 8 k b K*£ 
^Lfc & ffi?UGAA.GATCTTCC GGAGGAGGGGAAATG (ffi 1) ft 
jET"? 4 £ J: tfl3?y CGGGATCCGAGCTCGAGGGCCCGGGA 
AAGGATCTAAGAAGATCC (I5?y#^2) fragT^-f £fflv>;g> P 40 
CRKJ:oT*X5f (Salmonella t y p h. i m u r i u m) ft 1 4 
0 2 8 (ATCC^fcr&fESft-OS) ^*X;- ^77>ifs e r C&3- KiN&M* 
SttLfcc PCE5M^»*«Ba»3§Bg ! I I**EPBamHJ.-C«ISrU 1.1k 
b«0PC Rm«JSr*iStT4, 8(9pNK2 S 8 3 WJtCft-fcLT P T S i*MU7-7 
7;?, K£#fco s e r C£=?- K+*«i*«>+<" 3 ' »l£x7* * *=r- K+4 

fi»«l|Awfci£)W? WiFS Lfc c 

[0 2 5 7] 
6, L. 3, 

t rc'/n^-^-U oT«|?U fc h T.N F ~ « * a - Ki-*#SW p T S 
*fe#«&*©Jt:*U, 7*9 x 5 K (pTS-TNF-a) *)3lTO J: 7 UtSS Lfc» 7 50 
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(64) JP JOO4-50OO42 A 2004.1.3 

9* 5 KP Y A 3 3 3 2 it, &t££$fij£*<c o 1 E 1 5 K Mx. H\ B a z a r a 
I <fc ^Helsinki, 1970, Biochem 9:399-406 #H) <Q 
ttilBS&^fifcSfttV&A SD^X5KPYA 2 7 2fi4 Curti 
ss, III C0*g]^t^ 5 . 8 4 0, 4 S 3^-#JS) 0 U'P YA 3 3 3 24i 

sF»*3SiLft«fJt*aifiK*H i ndi I I TflJBfLr 3 . 3kb^)DNA^^t 
Lfc„ HlU/SMU^BtSSJlftt fTNF-<r£:^ KT*fc£ (P e n n 

i c a ^, 1984 Nature 3 1 2 : 7 2 4 - 7 2 9 ; Jj^S a 1 z t ma n 
l 9 9 6 ; Cancer Biotherapy 1 1:1 4 5- 1 5 3 t'feil 

R#^N d e I ftf U T4DNA^'^7- e^Tft^Sfi I- * m®»% H 10 

I n d I i ITWL£o #*>*tfcQ. 5 k b«9ttfH-*3. 3 k b <?>P Y A 3 3 3 2 |8f* 
L.T 7?* 5 KA sd34TNF-a A s d 3 4 T N F - * fcffll 

mmMB g ! I I T-$J!SfU t r c rnt- ic J: o TtU'^$ *t 4TNF-«*a-K 

f&$®^- Kt£ i. 1 k b»K^pTS(OBamH Ii'E^i'&lT^^? K 

pTS-TMP-«*#ft, 
[ 0 2 5 8 ] 

6. 1. 4. dTS-BRPT-v^ K 

BRPi^- Kl-ft#iSM> M? > * * v> Bim*k&fcm&&& £ tfx 7 * * * - fr* * 
KT£i£$W-fc »J >S^*14«iltS:ff -) s p T S - B R P t * -fy 7, 3 Kfcja 
TO*-? KiH^Lfco BJWCCGACGCGTTGACACCTGAAAACTGGAG 2& 
(g^JS^ 5 ) ihh fa h mzfy A is i: £FE3f!l CCGACGCGTGAAAGGATC 
TCAAGAAGATC (e?ll*-£6) jJ^^I^v-^v^PCRKiotB 
RP^^-Kf^t®t'7'7A? KpSWI (Bio 10 1, V i s t a , CAj^&Tfc 
KS4lTw*a) H^iLTTOPO-TA^n--^/r7^ 5K(InVitrog 
en, Carlsbad, C A is-htM % ItT^fi) K ? ^ >^ IT p B R P # 5 
fc ^ S ft* 7"? % ^ Ktftfe* T 3 ?* 5 K p B R P # 5 &*UI£8*A p a T & VB a m 
HIT9IKU #^ti^BRPj3-Ft&St*ttf0. 6kb«O^^K*5. 9kb 
OApal/BamH! pro to - p T $HfJtK££ 5 KpTS-BRP 

[0 2 5 9] 

6. 1. S, pT S- BRFT f ip- a 79*3 K 

S3S«^fe#M&&^£^, ^^U* (pTS-BRPTNF-*) t&TnXn 
tiftfcLfco pTS -TNF- * «^**>fc*J>fc±RK3BSt Life?'?* 3 KA & d 3 4 T 
NP-«*»|S8ESB g I IlTSJBfU t r c 7n*-*-fcjC5T*l»>Stt*TNF 
- * fr 3 - K-f&feK* 3- * 1 , 1 k b <oBf>i** p T S - B R P <OB a mH I 
Kig^U^A? KoTS-BRPTKF-^ll^o 
[0 2 6 0] 

lifKSiS? fts^ii, -t »,' > £ fc it V ') v y As erC-t ^1 

j: & *t * iSis^stefefria^* ^feK -t y >- / ^ y v v * urn 

* - fi^^ttHl^ti^io fll^tf, K ! e e k n c- r *?, 19 9 1, Math. 
E n 2 y m o I . 204 : 139-180 #M & 
[0 2 6 1 ] 
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JP 2004-50004? , 



jttf, M 5 6J£tt» Atlas, R. M. I"H a n d b o o k of Microbiol 
ogica! Med iaJ L . C. Parks,®, CRC Press, Boca 
Raton, Florida, 1 9 9 3 UNffrft <<, x?j ? P"f-« 

3- FT *ftR«D&«* SITU* o UPJ ief 4 0 x7i?^yt^- FT* 

1 0 2 6 2 ] io 

6, 2, l. ^ju**7l»Kj:oT%aMtfcTNr-g<P%ffi3j:fflfe^ 
JlSE«d«J: i t r c /n^^-i:J:. S Tii^i-&TNF-« #3- Kt&«£p 
TS-BRP^BaaiHIift:ffAUDTS-BRPTNF-«^$iur7^ 5 
K*#fco M&Kffifrg^2rfl^«!jfcfc*#&t:JoT, 7* ■? 7. 5 KpTS-BRPTNF 
i^S^Ami bB. iparL A s e r C (OH 2) ifc&J:<?Ks e r C 
- I LTfc* Lfc*X ^7 ItVN P 2 0 0 0 9 (@K#»W0 9 

9/1 3 0 5 3#I) K*l/* hnjKV-S/al'Lfc. * * -X A fc-ov^Rfct* 4)£> 

[0 2 6 3] 

^Wi»it«iItai>TllF-* (D g&fr p KT^f+^r;^:, TMF 

s£Ut*>7>£-^*?yria ? NflWefll^ifco #f*. pTS-BRPTWF-^ 
D-y2i*$*L*^SE(Ki*s e rC* T^tf^V ^J®^t470~>-^6^TNF-^^ 
l&ift^ll 3 8 *t"C *}*.*9V7xi ? MWfK J: >K 3. 9xi 0 ' cfu^o 

TS-BRPTNF-4?c->2Ii(;^t* (>-vi) JSl^^?P5 0n *> 
gj: 0#i^TNF-«*IS?aT5&£vO Cti^Sft , i^ciliiong 

\U t-vt^^lc^nr, afefrtilA^S^A:, t r c 7*u * - ? - K J: o Till? 

[0 2 6 4 ] 

Z, 0 M P A »fr ? > £ jg»f bggfff ft® & 

ft* cov t"-?- k^wb-ou J: * * X<?QiafflM^^I:(i^ ^ w 7+ 
Ktn;^f^McWL.-Ci^ 0 81 /If*, £ >si* git? 1 «t ■= J iffi"* 

[0 2 6 5] 

£H£ 7 j: $ ¥ - ft* *M t: ISO * fc*t> U (A £ frSJ "C £Sj 

*ffflT^^ 6 $*ttPlf*TNF--*, TRAIL (TN F - a M®7# h - S^SSiffli 
•J ify Y) , *s9*-xs4*>-2 (TL-2) 5W)X7i^/-g-t«7^ 
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(66) JP 20O4-5O0O4J A 2Q04.1.S 

[0 2 6 63 

7. 1. OMPA-TNF-«gl&»>;<»ff ^P^W>y 

£ SllT*& ft v' ^"/f- r - -e A ft Wffift:*^ * >- A £ T N F - « ^€>$J 

ro-fey -/'y^^fciwlJcMts^ 0 k dT»J6t*zifiiet LTSftfc (19 

5, I — ^4 — 7J . JtR«)A<>^ SfAttfcfflAfcittfcTNF-****- KTifefif 10 
S*JIHfcl.Tfii^fc (15, l"->3) o TNF- - Kt^ti^^T'^l-ilf' 
[0 2 6 7] 

£ ft *> ^>jg^ (i , K 1- T N F - « * > /1 ^ 1 7>*Slg o m o A -> ^+ JV^ 7*^ K^O 

<M 4 £fj% tt*mw^H$ft&»&&im*mi&Km&toX&7'v 
■feW^^^ft^ + i^^it* SEIS t ft o $ S> Sc , frjfc s ft ft * > ; ^ f ^> £jHS£?l# 
aiticio T#ii ft , IE ft S*iBSfcj!flEflito $ v » * K h * 

£o /D-tr/^^/MDi!0!t!pA-THF-4 * > ^ * K*>581«lfc ov* T0> Z 

[0 2 6 8] 

o m p A ^ y + fl"* H «THP7T5'J-^)3!>^-f: Ji£#U&LS fcJSS £ 1* ft i*7J 
£\ TNF7T5')-wHl^^/^tA*TRAIL (TNF-s SHjiT ?K h ^~ 
>J if y Y) * xTlM. Lfco i it 6 <&HJ5K0>]fci& . tHRAIL ( h T R 
A I D <OJi£&S!*3- Ft*, t r C/n^-?-5cJ;oTir^?ftftTRA I L & ^ 
- K+ft&®£ompA->^+^7^ FEF!]fc»-&l.fc (@6K*?tUJ:i 

K) o c o IjBffta- F L> fc*-7?ttWd e Fi~ft 2ffi<&H* 

ft omp A/TRA T L&-&&*BIKfc (Wde I *£frE59Uo^Tfc*[S6#l!S> o H 3C 
fl|(7)^D~>^9^^^ >^ff^I§ 7 Km $ ttr v>ft o fit h. T R A I UfL#££v>ft $ x 
A^/0?f ff#f K AoTNcoI^UompA-TRAIL &liffi 
lihTRAIL^nty/vmftS (2 8. 2kd) i T'p -t v ftT^& 
(3 0. 2kd) «>8t.**aWL.(IH7. W>2-4) , fi^ NdelS-fcL* 
OmpA-TRAIL* 5§»!lTft ffll ti -4> o a h Zfu -b -y ft S t^^t ft 

[0 2 6 9] 

£ft&«»Stf, ^HFTRAI L ^ ^-'^ o m p A v^tM/f Y^<D 

m&&mmmxM&tsx o^o -t v v> ^* <>* *>+t v» ^ ^ t sisebii l to * h k » » 

ft ft t<?>5i#ll?fl50 ? fflSf§^^ ^ oTfttfct?** jWijEHtftfl'MMB 

Kb^ffilBlftK^V^ACte*-^*^*,, •/Btvy>7§MoflipA~TRA I LB 
&9>sijr r m&m- ov » r O d ^flE^ i± IE fir * S^ffliSa t* ^ Sh^fv/^I^Sl- 
^ A-ISat: i&S ^ i ft i ^ o i fc t k . 
[0 2 7 0] 

7, 3, OMPA L8JJ -TL-2l^^7^^-/g4:7y^ 

z*X7i^-^ (I L-2) *8li^^>^^Ht L«?«o £®k (C 1 2 5 
A) hIL-20, TWF - « 13 iC/TR A T Lo'^T±le^S^KJ: ? 4. SftSlOm 

p a y-y^^®m^<?>m£-?& 1 1 - * v > $> fc« t ^ 1 

L- 2Hf^ h*-f y^/llSfflmtl^ia^^^n^^v^^^iS^ft^iO^, h ( 50 
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(67) 



JP 2004-500042 A 2QM.1.8 



C125A1 I L-2tH8^Sft4J: iC ompA (8L) ^JW^omp 
A v' ^ * ,i^7> K K 3 * • 5fe & o m u A ^ t A"* 7"-*- K i* o m p A ~> if ^^ 
75/16-1 7 £' m 8 fciS S ft* % ©tMl*1-i i i K J: oT5fc& L fc„ &Sis J: ^7" 

viX^ y -fv -j MR*r£>SMUiomp A (SL) JV^^f- K*S^*ii 

CC7) o 
[0 2 7 1 ] 

7, 4, PHQA fai.) -Il-2M^^gffl^r>^ 

"C. 7. 3. JB^Ift^^^giJtfcftLfca I8l 0#T> phoA (SL) i^SH* 
h o A^^fl"*yf'KKSi-&Lft«ftt: h (C12 5A) lL-2©^aisJ:CF 
'/n * ? v > ^'tSI'C fc e f&m* <fc &'t"d -fc ? 5/ ^ 9 fc* $ *IT v»S o o m p A f 
SL) */7 + b*7*Y'&BwX£nft£%7u*-j*sy?ifij&&bftfc<QK#l (09 
, W> 6 43J:0?7) , ^jRohoA (8L) v'^t^^^f- KT*ii^«&7*n 

[0 2 7 2] 

ZfthOfttfrii I L - 2<?>J53E& tXf-fu -fc ? */ >■ ^s^*** ? + Fl^ot 
[0 2 7 3] 

m p A £ £ & P h o A & ^ ? > 1 ^ t A^ 7> K t <fc i^?S 3 Ju S 

<o ■> frJS T fij ffl S ft x 7 i * * - it?«^jS«t.iS * 5 1 S C T £ 

[0 2 7 4 ] 

JL, *Mt«:rtttMOTNF-«frMT&-fr***? (AMSBE. A PUR I) O 35 

&T«£&I^ -^ 7x ^^^^ (fll^ur, TUF77 3 'j-o* >><~) 4*3- K 

[0 2 7 5] 

THF-«^>* X' 5f7X| ( S a 1 m o n e 1 la tyohimur turn) offtffi 

*§^.£ ft *i ^ it m & 4 * X 5 7CB§ 3 8 ?&H* r J * * iff * L fc, i ft £ 

. 7cSi3 Sllil^lmm 3 «5fiSlf)t*C5 7BL/6V^^g^f|U MM* 

KEfiL?t : 1 ) ; 2 ) *X 5 f7^f (amsbB, ipurL serC) « 

(*8ltJ :*J:t) ( 3; pTS-BRPTNF-* (±B©*»2 J Q W^^^ ttJWl 

[0 2 7 6] 

jg*&* J W S 'f-ab t) , juast 4 ^ N Mfi K ^ ^ 6 10-f*"C5fc£ * iiSI^M ^ ft (11 
[0 2 7 7] 50 
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JP 20O4-50GO* A 2004.1. J 



z a , m^itm^^ * * * ? j&*t n f 7 t 5 v - <*> * y 4 x 7 * 

* * - *%gl L "CH^jlT § * £ £ *flE £ i> <T> £ o £ O Jt * * * * * * 
[0 2 7 8] 

3fefeftfc&*& * ft t nf-« * 9 k jt n ^%mmam& 
a a c * t i t *355 1 » 

[0 2 7 9] 

^ gftffl : b r p £-®M*t&mmiz x afe ffi ft^ s apga » 

fct^-ffc*), yvAU^WCto-A- (AMPv-#-tStli p T r c 9 9 
a ) t L"Cfflv» ?>ft % $ 2 ?r/7 X ?, FKB R P *^£35#*fcfi£flS 69* Ji-* * 9** 
ifSSLfc* BRPwfe14*Siti-rSJt:ft, B R P frStr, 

S*tfeK Jt & «T*igi® 3 * . 2t£ t-# t? ft ft j£^#S# Jc 1 K <fc o T % 

o * r (C C H t> ^l^yt'xy LB a m o %1&V¥i&82t U» A M P v- * - 7 

* t 5 £ < * => k*«b R P^H1*^€>*tift's«Ea * ftfci Jt t^-tc 

[0 2 8 0] ao 

[0 2 8 1 ] 
1*21 



75X5 I* 




pTrc*9a 


125 


pIre99a«ffiP (pSWI) 


3SS 



[0 2 8 2] 

ft &4>tt*ti BR P i %!^7>iM ft& a m K©**^ A :i » 

^SttoSAi±DNASSH*fflT?**ii*^-S-o B R P^B-SL^ DHA*S 

[0 2 S 3] 

i&T<r>%#m a , mmmwmmm' 1 &±*> x 7x^-^i^BRP* hpi- 

- ktfti & c h 
[0 2 8 4 ] 

iScJ^Lv U ^Mfir£3££*S*fc2, 5 X 3 0 6 »/m ! -C&SSS-Sfc* it0S&&ffl 

Mt^l 5 0 4^1.2 0 Omni 1 UlUfcK (fMHfcftl 0 B) . ^^Xi-jSRft^K 1 0 

i ©PB SSf»U» S!f<0S^ii + ^**9VNP 2 0 0 0 9<*>3s^ffcJg»ftto1*2 X 1 
0* e. f. u. /"5"^^t$-#t"*0. 2mlt*U (Sl2<OlS#2) * *30 » 
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(69) JP 2004- 500042 A 2004.1.8 

**tr»»{fcli*S»*Jl'**5*fe2 x l 0 s c. f. u. /7^^H#t4 0. 2m 
i frjfe Lfe (0 1 2 3 ) o BR P*fr?ii*KgrtT?*± S 0 S L 

#L^f>*ilff)ij;, >iA-XA[itgT'^^^\ BRP*te^li*,v** 5*1*3 

Sf SS^K * * SOS Ottff Jt o T ti £ Kii© t & i @ U T ^ & » B R P g 
aVNP 2 0 0 0 9*t^**?*£mirz^<7XimBR PMVNP 2 0 0 0 9 frffifff 

fe uiwfefii »* f B r p J: oT^-ftu^ ^ t , jsh jgs &#£ <& se-rt l * v» £ 

1- fHSV-TK) <?>3m<Olfr&kttmW?$>&» HS V-TK^&SUi 
VNP 2 0 0 0 9 flJJSKKtF^Xtft*^ €>? <P a w e l e k €>, 19 9 7, C a 
n c e r Res. 5 7 : 4 5 3 7 - 4 5 4 4 ) o C £>«M KB R P&ti S ft 

f K -$ti5 J; (7/ $ jfc 7x^- <*>B*^«>3§ jg* J*5Sf « <^ f 

[0285} 

PT\ jj-gal fcitt>l'jP-*-*3- K-r***j9^« in vitr o&X&i n 
v i volll^to 20 
[0 2 8 63 

11. 1 tii I t e p T - B R P - ,9 G A L M'/ 7 X ^ 
p e pT/D^?-li, ULT«> : 

7 * 7 - K I 5 ' - A G T C T A G A C A A T C A G G C G A A G A A C G G — 
•J;t~x:5* - A G C CAT GGA GTC AC C CTC ACT TTT C-3' 

mvm^ i6) 

*E^T* J|lMlL)tef±a*-X^^7^S (ATCC 1 4 0 2 8) <??3U^-*Si©W 
^PCREWKJ: ^c-x>^L,to 
[0 2 8 7] *> 

7 Zm2jmt3 S-fr^JK ££^7 2tt:t 1 0&«* l-V-'f * JH*<fc-c>fc„ £ 
3>P C R P C R 2 . l^P-iW^- (Invi t r o g e ti , Car 1 
sbad, Califomii)Mo--^UPepT/PCR2, l££ft 

[0 2 8 8] 

;»PepT/PCR2. M^-tNc o IisiC^Xba T-e$lKlfc«> Pe pTBf 
>t t r * L , FT CSlS^Bf L£ ,9 - g a 1 Z t c- r * 9 ~ ^iliHf L Z 
term (Temporary Genbank Bank i t No. 296495) ti 
v £ Ga ! *-7>«J-r-r uc.1 9^^n-->^t*cilcj:o-c 45 

[0 2 8 9] 

11,2 iLLpT- j?OAL fti n V it r 0^ p g p T- | ? QAL^i^ 

p e pT-^GAL*ifiJ?ta*^**5ftYS 1 4 5 6 (B 1 3A»CC 1 4 ; 

ft^aemttKow-ciiwo 96/4023 8#apj i^^vnp2ooo9 c@ 1 3 a 

<OCC 1 6) *£SKSfctfSPfc*#OV»"f H/5^TT*0D e a o #~0. 54^U0. 8 
£-ga IfimiiB i r g efcJCFLow <1 9 7 4, J . Mo I. 
Biol. 83:447-457) 56 Ljfc« 1 3 AC^Ltv^^ 

, &&*fl=T-e<0»lStf>Jtf36B*<*> /?-gal 1 4 % t 2 4 if If # 3 jifc ,1 4 * w 
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JP 20M-500042 , 



ST. 
[0 2 9 0] 

11,3 o a n T - ft ft ALO in viv o&j&fc p e p T - OA Lffi^iMfe 

pe pT-jf ga ! §kW.7vX 5 h\ BRP^/7^?K (B I 0 1 0 1 $ *0 p S W 
1 (Vista, California) , ifttf^erj^SST'Q*- * p 
CI ODF13 BRP3- KK?l*£tr) , S fcKm^fcS?"?* 5 K*aJf+&* 

JtCKfffi***^^^ X U IHS**»LTd e p?-£ g a I * JrOVafcfiBRPO 

, £ v * ^ /? - g a 1 fS1'££«fe l , rStiS /? - g a I *> s i i° 

n v i v ovmmmfrt'tfr, t e pTT^-^-^i^sifst^^T 

]ftl"{jV4>p e pTyo*--^-IStt*g?i-* iiv&VJfyV F j>-^^ £fr LTJf JRO £ 

- g a i ^aKU^****J«a(ija€>n.-f , d*m»«te«)ffK«*gK*tt* p e p t 

[0 2 9 1] 
[0 2 9 2] 

t e t '/ct- ^-iiWTOT'y^-v- : 

7*7^ K: 5* - G G A TCC TTA AG A CCC ACT TTC AC A TTT 
A A G - 3 ' (BH#* 1 7 ) 

9 a : 5 * - G G T TCC A T G G T T C A C TTT T C T C T A T C A 
C-3' (gdM-^lS} 

*fflv»TPCRig«KJT '9 ^-TN 1 0 h v # -f'sie-h * o - ^ y ? l.£ 0 
[0 2 9 3] 

PCR*1*t±^Toai)T*ojt : 9 5tJfcT5 jHH*l-fM*JK 9 5tSKT 1 

<< ^>h> 
[0 2 9 4] 

- 4 0 0 b p <D P C R If H" iV^vm^ U P C R 2 . 1 * - ( I n v i troge 
n ) fc^ D-^y^Lfco PCR2, l/tet7*0*-**-^*:S r ~frNcoIfcJ:0 r 
BamHItMJU, i«o~ 4 0 0 bp^t e t ^o**- ?-W^4'^>l'*«L, BC 

iWU Birge^jitfLow (1 9 7 4, J, Mo 1. Biol. 83:44 7 

- 4 5 7) OttftK Jt * "f r 7*^n^£TW^-ga IfStt^WLTTv-t^r 40 

[0 2 9 53 

<r>mm- 

n v i v oUiJJJi^^^^^^^giCJc&Slg^*^**^, 
[0 2 9 6] 

i3,i xy^^yaa/?^u^g a » 
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(71; JP 2004-50Q042 A 2004.1.3 

7*7- K: 5' — GTG TCC A T G GGG CAG A G C CAC CGC GAC 
TTC CAG -3' (E5i«l 9) 

y^-*:5' -AC A CGA GCT GOT ACT TGG AGG CAG TGA 
TGA AGC T-3* 0) 
£fflv»Tfc MftSc DMAM 7*5 'J PC R^flBLfco 
[0 2 9 7] 

#&JlfcPCRSW*PCR 2. flnvitrogen) ^p-x^L 

fee ^ft^fv>-j? Kx^f->li^T«^9'f "7- : 

7 * "7 - K : 5 ' -GTG TCC A T G GCT CGG CGG G C A A G T GTC *> 
GGG ACT GAG CAT CAT CAT CAT CAT CAT CAC AGC C 
AC CGC GAC TTC-3* (S?Stf2 1) 

-GTG CGG A T C OCT ACT TGG AGG CAG TCA 
TGA AGC TG-3* (mm&2 2) 

iHi:, mt LX-tm-mmi.*:??* 5 K£^T?CR^lUto 
[0 2 9 S] 

PC RJg|ffl*ftti. 9 5lD£T 5frH£ 1 ^ 9 5 tfcf 1 Sfl, 5 5t)tT 1 # 
7 2t!fcT2#W*3 o-fr-f J3jt0«7 2TJKT 1 0 1 ^-f * ,v?*ojt 

[0 2 9 9] 20 
t# 6> *i £fc Ji ^ r 5 7 tc ^ 7> KE51IM ARRASVGTDHHH H H H (S9!l 
3) + hi7 K^^f"^*3- KtiMc o I (5' ) isJttfB amH I 
(3' ) WIR»&*W^DNABffM"e*^fco 
[0 3 0 0] 

P C R£fe£N c o I &l C^B a mH T U 5 5 0 b p ogfet **^"C4S t 
, HCSfWSlBfUpT r c 9 9A"<*!>-'\»|iLfc 9 

id h 5 « * j; v$mimmmM*-fr**y »vnp2ooo9 ^«hs» l fc« 

[0 3 0 1] 

^■tf-ta-^J'-i^ K***->a- KB?Ufc*rt:, He o I /B amH I Wtt t LX 
$Mi{r ?-YA3 3 3 4i:*B--y/Uo Y A 3 3 3 4 U C O 1 E T e>gUft£jftK 30 
B£&lMt£fJ!l£fe;5£;|ft& (Basara IJsJtO'Ke ! s i nki, 19 7 0 
, Bi oclnm 9:3 9 9 -406) asd^x? KPYA 2 7 2 (Curtis 
s III, #@#ft£5. 8 4 0, 4 8 3-S-) ftte^P-^fr-fcrnSaLAT*? 
a? KDNAfrJjiliU -f-JMr*?^ 3 2 4's#ft46&U :ft» ! a & d&££=rr£ 
VNP 2 0 0 0 vKDl^fiC nrtltt III (#@#bH65 - S 4 0, 

'4 8 3*) K8aRO*^^^o-Cffff.L!t 0 
[0 3 0 2] 

13, 2 giS^M^aa-»^^^^|gKjtax^K^»»^^>S n v i t roM 
pTr c 9 9A-A*tt^fv , >-xJ' FA?f>/7A^ K^ti^g^*^* 9 
SVNP 2 0 0 0 9 *Ms J: MID H 5 « &£*m*f*g*$ C O . D . 6 „ D 0 . « 

?-m^<?>mm<Otz#>i~0. ImM IPTG*»U PTG 

o£o $*>K3B*RI*«§*^*. fflBHl(iJ4&f*B!SSU A^tK^f^^-i^ FT, ^ 
f^c^Mt^Afv^Si (CUntech. Palo Alto, C a i i i' 
orni a) ^wC^x7^>7nv h&frrfc J: *> SilS Ut o 1 5 Msltfl 5Bfi 
■?ftf^SllDH5 « *S iC^M^^iVNP 2 0 0 0 9C*(Hp.T r c 9 9A- 

a^/D^O^^U'^^o t r c 7*0*-^- U I PIG©^ST«>^»If 
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(72) IP 2004-500042 A 2004.1.3 

[0 3 0 3] 

A^tt-^yv-xy^^f y »•& ^ y g a h& k , &So£Efc t rc^t 

- * - £¥U/t3 1"J& Y A 3 3 3 4 'fy X ^ K# f> fcl&S Lft 0 El 1 6 fc* § ttT n& J: -5 K 
wX7>^ V >}m* M nT*S 5H 1 !' 2 5 k D a © * y ^ ? 1 (b U fto 0 16 "Cli , 
* y 7 JU#£| * 1- % &X<»mWmfo £ 0 . IfflM I P T G "f 3 ttffif£$ t ft «> 
[0 3 0 4] 

13.3 C 3 8 * X 5 AJjja K ft t & x > > £ 31 W B aHBft-fr * * 

2x 2 x 2mm' <ofMgo*»3 8|iH$f>t£ 9 jlwtoHgC 5 7BL/6^?7X|:eT» m 
-flLfto i»l 0 0 0mm 3 KlLfcfe, -HlfefciSJhU 2 x 2 x 2 mm 3 OBf 
tffctfWLfc,, iJtfcolffitf'fcio lB-jg0>'*-O>l'frfe3Hi\ ff&*tfc2X2X2m 
m a <7>gf Jt #**C 5 7 B L / 6 ^ ^Mt-ET^ffi L ft <, JBfcteSbfr* 1 5 0 V» L 2 

0 0mm ! UlLftft C#iBlft2 4Bft) „ 1 # £&ffclHc£tf\ £ 

j&JlSrai L fto 1 oofcl-BftSfc ii o . 2 m ! <0 P B S £ & Lfto Ml o^Jt 
fi&J&a sd^v^? K Cf **> *> , ±iefc 5 . 6 KS5flt<*> J: ^Kasd^xs 
KtiifAMtTv**^) fc^J&IHIflMiiaW^^gffcVNP 2 0 0 0 9 * 1 X 
10 5 c. f. u. frtrO. 2m ! SrSLfco 1 o£gS?Hlia s d75* 5 
T^fkXfJ/i'-xy Ka ^ f ^^j' f 4^^+ g v N P 2 0 0 0 9 * 1 X 
10 e c. f. u, £frQ. 2m ! fcttlfc. ® 2 <V%®mU$% I V® k ® m^ffiM 20 
&J*J:tl t 3&fc481S3ftSBRF*aT4VNP 2 0 0 0 9£*bfc. 
[0 3 0 5] 

S&SSf* VHP 2 0 0 0 gtt^JtftMttrilwa)**^, %3&6 0 Bt'it xy K7, 

**-y*£ii-r *vnf 2000 9tM^9i«n*<xc?R«fi, itmm%)<?Mm 

■f-f X + Milwft 1 3 "9 „ £c0'<* * - £tS&T& VNP 2 0 0 0 9* 

T'MLft«f^^S^*-f X*RffiJ: ^ 3 0%K±fi^oft 0 &#»oftgl«5<0$ 

n$v»£t*5«u ft4*o{**^jg*wia*giUft ft fta^jftaafttiSb^^-i-^'&c: 
^.y K^^yii^/F^^fe* £tK^ift?*s.T n& er^to 5 ^;^,, i 35 

Oitli, ^y K**^y* l SAfrfc*tt-*a£fc*.SttLT<.»*0' Rei ! 1 yM 

1 9 9 7 : Ceil 8 8 : 2 7 7- 2 8 5) L-&gCT-&„ J^y Kx^^yjiiiM^BR 
P £ o Tif & & ft <§> 0 B R P 05 J&m<±* "7* n*-?-£j;oT ffit 3 ft £ 

as a-swaur s 0 s b r p^mimmm^¥^m^-\m.<o^ 

£ft#Sii»«>£S#g«)£> 1 ORTifllLt, BR P«J»S»irfitf 

JM&Kftig&wifctik ijjrtf^y K7.^^yt'^C^«M^'#^^Bt'^*PjtatS 
3fiU cft^A#X^>-/^l^».!li-&^t^Ctv^ciT*^o 40 
[0 3 0 6] 

13. 4 DLDfc h^»jBKM-t&xy ^3gj-^gg«bffiS«g^^^» 

IMI 

Sy-^SfiSI i H^DLDl ffll^^H^ N >j ^-y > .jaa 4- jg L , PBS t 
, P B S * 5 x 1 0 7 3H8&/m 1 e>gSiifc*«1»J* Lfto 5 X 1 0* «*^tf#- 
^fflMj^ff^T*; 3- ^ 0. 1 m 1 ^9Si©fc- K-^^x [Charles R i 
ve rHMu/Mu-CD 1) o?SIIK££Tftlf Lfto ofi#3^!l 
ffi*K9-l*fcSk, Slttt: 1 0 *n 1 1 5 0 , I /:lil»p2 0 0^^1 4 0 0 mm 8 
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(73) JP 2054-5O0O42 A 2MM.1.S 

% Kiiftm a s d 7* 9 * ^ F*iSS 1-&^#«S|.f§6W m5SVNP 2 * 0 0 0 9 
1X10' c. f. a. £l>0. 3m 1 S'SLfco SS3S«>-7'>^(C(i^-^'*tx-?-v' 

li#ftfi!lftflS)^>P- : E*^-lVWP 2 0 0 0 9*ix l 0* c. f. u.&t>0. 3ml 

8&^7-?£Lfc<>m*&iK dld 1 1 j**«*<9#jst:jrr** ^Mt^'y 
-x^k*??-^* asai- & i3^fcai«« * * * 7 1 s n -c v » *> * 

[0 3 0 S] 

* - P Y A 3 3 3 2 V W P 2 0 0 0 9 fiSi&JSS&frSlEfc: EST* i ™ 

* is*?- s * » £ *i % t* , i>K7?fytBR p vm-aw 

PYA3332 -^*- £?l3f ?& V N P 2 0 0 0 9 (8 3 2 4ft) m»-f tttf^ifiM 
[0 3 0 9] 

14, SECT : aft^MaStett-frJPg^Bffc £ &tiA®%i±®*n$M 

fH ^ > A H R > JttUhK* 4 m ^£ J: cK'T * 5 ? V > ^St & jt 4 jSft? & * fcffl ^ 

[0 3 10] 20 

14. 1 hny^j}yj;>AHRS'S - Ktiftiia^tf/?^; KO«l 
hv>#z.#yy><Dl$iA% *r£tBIUiSiS (AKR ) cfflgti^T'f K@e?UT i P 1 3 
. 40 : AYRWR L S HRPKTGF I RVVMTEG (S5!Sf2 4) (01*.*?, 
#imSI»C 0 7K- 14/7 8#$.) **4kS#L, t**^7i^^t»t:3 

yy&m M-fb * tf , d n a e^j : 

GCG TAC CGC TGG CGC CTG TCC CAT CGC CCG AAA A 
CC GGC TTT AT C CGC GTG GTG ATG TAC G A A GGC (IB?U 
f=^2 5) Z<D^ ?-1- Kt-ftift+SfciCiffiffi^ 1 ; =fj* ? krf"^ K (* V ^1 3 

: 4 0- 1 JaJt tJ** 0 =fl 3 : 4 0- 2) #ft8>Lfc„ 5' *3||*£*V»t\ 0MPAS57 1 
d Hr y v > s - R? « g£^y J: 0 s S p e I Mftgft ^ftSP L 3 ' £ n » 

"Cm BamHI ^ t * £ # it a K > £tt jflr L fc 0 £ 2 <><?> * U =r* ? x - 0 > 

^Ltr$«DNA^^tLf: s £«DNAKH"*$pe I/BamH If^lU 
Spe I/BamHI»^?-pTr c 8 0 1 i L 2 Rifeg I T, H^OmoA 
'J-^-ffi5!)S-@-tf^9^^ FpTrcS01-13. 40 frffegStfco ^tJt7-»7 
?*l&£, £©KF!J (i^g«> 13. 40 ^D^^A!j5^y^^/f Kt^S, 

[0 3 1 1] 

tf'J^ 13.4Q-J 

5'aigtg^g^ts£cgcasgcsGCGTACCGCTGGCGCfrrcrrcrcATrf;nrrr,AAAAnr, 

GGCTTTATCCGCQTGGTGATGTACGAAGGCTAA*gtf/ccgcsC 3 4 QE^tt^ 251 40 



#0:1 13.40-2 

5 'gcscjjgarfceTT A GCCTTCGTAC ATCACC ACGCG G ATAA AG CCGGTFTTCGG G C 
GATGGGACAGGCGCCAGCGGTACGCcEMlaES££S£flc.'G^5:sc3' 2Ti 

(SO Kg&fit U --f ^ '? ? ^ ^ L , 0 rn p A 7 1 V -t y v y ^|gmS HE HT$fr?**?) 
[0 3 12] 

14,2 flkhM M 4 m±^± K ( 4 7 - 7 0 ) 1' rt&te$ 5ifl*ft fr^? x ^ 
jfa/h^SS (PF-4; maiaione^, 1 9 9 0, Science 24 so 
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(74) JP ?0B4-5C»j0« A 2004.1.8 

7:77-79 ftJiCFJoaanfe, 1999. Blood 94:984-99 3 # 

m t>c*Mt>T$ swm&i 7-7 0*^4*^1*1;, -u-jv^^s-co&ia^fc 

*>fc 3 ^^IM^ffofc, fcTFK* S *l& - 7* KHU CFU-G M&£«llfiJh 
"C P F — 4 <Z>f£ft|fiS KM-^-fft D L Q * - 7 IS Jr ± fr^/t 'J > i§ £ K > ■< ^ T* & 

[0 3 13] 

MSSAAGFCASRi>GLI,T ^LLLLPLVVAFAfi AEAEF.nr,ftI^rr.r:WTT^nv 
RFRJ4lTSL£VlKAaFHCPTAQLlATLK NORK3CLDLQAPLYKKr!KKLLES 

28) 



L y s 6 1 , 6 2, 65, 6 6 = ■sifc'wf ') V* 4 > 
DLQ (7-9, 54™55) = C F U - GM*SE«{~ frl^H^ll i±&) 
[0 3 14] 

z<D*7+ Jfi>* *a*6#|* «J 3"* * W*- K «J 3-p F 4 - lis J: CK* 0 

l£o BfllESOBrLfcfc* £?>l§r>t£S pel /B amH I f*IIIR«Wl Lfc"^ p T r 
c 8 0 1 LX-fy* U*pTrc801-PF< *ft».Lfc» 7n-fe ? ->^Mt 

&t, Z<Dmnit%-£&?.)PF - 4 (4 7 - 7 0) * 7*- K fc ft * . 
[0 3 15] 

GTACAAAAAAArCATCAAAAAACTGCTGGAAAGCTA.'S fi cg3' 



5V g c^^^TTAGCTrrCONGCAOTTrfTTGAT(^TTTTT'iTGTACAGC<3GCGCCTG 
CAGGTCCAGGCAGATTrrGCGGCCgTT^gc^,,^^^ K3W m 



[0 3 16] 

14. 3 ? * 5 y v > £ a - k -t & &agai £ Hrfr 7? * 3 ko« 8 

(I YS FDGKD iMTDP SWPQKV IWHGSSPHGVRLVDNYCEAW « 
RTADTAVTGLASPLSTGKTLDQKAYSCANRLIVLCIENSF 
MTDARK Cg£?U§# 3 1); fix »\ 099/29856 M) (* 3 5 - 

U =f A oom5F*J:WJ3'Apom6F) £v UcDS Afi^D N A lrJt£ 
Jg*6+& J: ? tetfLfco 5' ^tli^t, Oitiu ASDT'n-fc?^/'^!**:*- K"f 
& lfl?fl £ £ (7 S p e I aiSHlffi * ft M L o 3 ' sfcjjftuij ^ t\ BamHI MRgBft * t 

[0 3 17] 
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(75) JP 2004-500042 A 2004.1.8 



*»J =f .AponSF: 5'. ggctic tferqj/giggEgeagggg ATATACTCCTTTGATGOTCG ^ ■ 



1: 5- cgc^^TTACTTCCTAGCGTCTGTCATGAAACTO -3' 

fie*** 33) 



ON ISffitt l*-f f U ? Tiji L » 0 m p A V o -fc v > ^Bffcfctf titT*?*-*-) 
[0 3 IS) io 
jEfcfr-fMX *SiL-CtefficDNAS:ffl^TPCRKJtor#!t 0 PCRS 

WfcSp e I/BamHIf«SfU o mp A v ^^ffiyyS^tr S p e I/Bam 
H I SWmm. Lfc^* $ - p T r c 8 0 1 K3Mg -5 KoTrcSOl— At 

[0 3 1 9] 

pTrcOmpA-i>FX?f>, pT r c 8 0 l-PF4*JttTpTrc8'0 3-1 
3 . 4 0'/7X K*33*ft6S&«|-<*- JV* * 7VNP 2 0 0 0 9ftiCxl,^Fn.*i,- 
(*l£o p T r c 0 m p A -J^> V?. 9 + y, pT r c 8 0 1 -PF4 JiiCFpTi c S 
0 1-13. 4 0 P e ! dm a n*>, 2 0 0 0, Cane » 

erRefe, 6 0 : 1 5 0 3 - 1 5 OCfe^^B 1 ez i nge r 1999. N 
a t u r e Biotech. 1 7 : 3 4 3 - 3 4 8 K J: je«* ilf X * K , 

V-~>^L£ 0 «3H;-^Sft5ra l £4fstwSt?@£^r,: 0 1 0 0 
mg/m ! r^?-v-f 1/2 0#fi*>HU VE c^i^afe^ w 

LTTO-ftU O. 2mm<9vV *^-*fflv^T»jftftfflt?!:Q 
.~<77T&Stf!2 5 *7ti±5 Omliv 10 0 m '1 &#j§J|ll 2 % F C S J3 J: E7 I 0 ng/m ! 
FG F***-*-* 9 6^*/^ l^Ofc hHKi^Efflia (HUVEC) U^JnUfcp 
W.U-C^pTr c^^^-^H-'K^vi^fflv/^ 7*1^- f-£7 2B#feH> 
ta^<- h U JditMSTTyt-f K ioTHfebt (Mo 8 ma n 6, 1983, ™ 
J . Immunol. Methods 6 5 : 5 5 - 6 3) « 
[0 3 2 0] 

mi 9 #2 ov&hhtzi-mMfami, ****5Sfc*^Tj&M§*ifcm'jHRiM 

K (PF4-2) , hvy sK* ii$>iJ y^yf K 1 3 . 4 0 ( 1 3. 4 0-3 

[0 3 2 1 ] 

-L^ ^ tfcW : gg jjHlMiia^ » ^& * ^ a t J; a ^ > f ij * y > - t 5 - g> J* > ^ 

[0 3 2 2] 

15.1 CQLEam; K^Sjg 

tt£ & J:?K 4 i r c y d * - ■ £ - £ £ (7/ 4 tirf ^ r *) * v - ^ * 3 - 

SS<o£Bs K J: TjiU(Oji^ 4 / ? - | c i|x7 ^ ? - S-ti i ^IiT U 
[0 3 2 3] 

15, 1, 1, pE3, ->* U h H fc t 1 ^jf^j-^yyA^ 50 
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(75) JP 2OO4-5O0O42 A 2004.1 .8 

pE 3. h ft>— m<r>?v-~>y&iZR&-7?A$ MH-Co 1 E 3- 
CA3S (E3flW3 4) 4 1/ s«>*n--i'* r /a*?«>jti&©i a c ZKJtt*tf**y 
h £ ftU-f & ft & C /3 w* t, * Rj#^ * 5- - £ ^ -t o B R P <?> E 3 ~*f> 5 u - ^ ^ * 
'&l,t~T&ft*>t^ BRPtftf '4>«ft->* ^~±t^n-~^l,ft (12 1 

UWLT*D- v££tR?-*ft*!>fcftfflT&* 1 a c Z^ftS-AA/^&o BR 
PBffi-** I a c Z « «ttttHffr**b* * ? i- 1 L'C\ E3^5X ^ PSmal WSl ( 

[12 2) *^n--y^lft* l a c ZW/tKJoT, iwf ^CfeitSOt- 
J-«oBW (t%t>*>. La c+) jWS&u&* 0 ^(:^tSE3/7X? Kii, » 

t-f (halo assaylPaf s ley, A, P. SffOudega. B. , " 
^ U v">^7*tWi £>?>75* 3 K4>1Bf**ffi (Methods for Studyin 
g Co 1 i c i ns and Their PI astnids) \ TPlasmids. 
a Practical Approach J 1 9 8 7, K. 6. Hardyfii; G 
j_Uon, L. £>, EMBO J. 9:3S75-3SS4> frffl^fti t *C Ji-pT 
RJ iiOyt J-A'^iP-fcjU BR P4>E K±"v*> t P - - ^ ^ft'it 

U ffitt*H8SLfc. fi»4AB-fj*7 ? -fc^ (halo forming a s s a 20 

ftv*£t^SiE?|3*ljto 4 3. 2. 9 E3/BRPAS 4 1. 2. 9 E 3 *«^Ti& J l4 
*^$*tzis^fr*.%m* Z>1z*>^ io-TSt&MiftE 3<^?E^~*j> T-S£i« 

£U£ (H2 4) • 4 1. 2. 9 E3/BRP(i, 4 1. 2. 9 E3¥ifcJt)>&l 0 0 
96^^ajEJ.»y h*M£U iftcfcij-, ] , 2. 9 E 3 4Sf 

[0 3 2 4 ] 

'15. 1, 2, E3mteKMt&/NP^ rg«l yy-te>f fha 1 o " a t a b" a 

s s a v ) 

0^1*. ( ] 0 0 X 1 5 ftimf -f v ^ j.Cjtj- tT J 3 m 1 ©jMfiLfc (& 5 3 LB 

**S**i**»SXIi-9-^**9 (Salmonella) ©=id--$% »IUoJ 
£ ? C (toothpick) TUMI L , K r&fl (at abbed) j 1-4, 

^SE^-TV- I? S iat 3 7 t ? ^a'N- !■ t S o ^ 0 , * 

m$iifr-p >J->^E Si'SSttfttflti^t, (c 1 ea r i n 

g zone) #E 3ffM«>J5H£iUt%e 3P~-fciU CAUGHT, T;u*Mk 

k j: * j&a k j; o x . e 3 ^.g^x ti snit^n, 40 

[0 3 2 5] 

10^0-7^4^^12 5H5iH-» ^>4isai^^ h «m±^ais* ( i aw 

n ) txmm Ltz€g')m<0&&T-T:^ t , 4tA: & v ^ 

«Kj£3**i? (diffuses out), «8aft«t»K^iit'r^-&jjiffiaiSS-3Rflit, 
^ il 5) * mm t T 3U£ ^ o - * ft D ft*+ o ^ o - § ? jM6 S *l ft a *) > 

Induction) ^#*£T^tt, ^Jyvfif W^tCioTMJtUo i 

ft, ^tfj^-f wmmm ~?:v*pim, wnm. %m Kt^x, ±x<d 
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[0 3 2 6] 

15. 1 . 3 . 



»K*aH**t6*tf>*«eft (i : io. o o o it) nBic/wt^^u 3 
7 1 -e z m mmm $ * % o * ^ -c , m^n^M * a n - r >- -t a v ±u&ym k is. l , 

MEXtioU-/ W * £ Co 1 0 8-M Htt 3 *fc St, 3c^i7\ y p - p * it 3 £ 
[0 3 2 7] 

<r> 3 p - - ftgf# J v »-f ft tJ^^K (i, M d - £ft £ *£M I- £ 7 - tf^ ? 

h"CRv»ft*<, 3D--X(i^o-^5 0 0 a 1 ©LB + C*To ftft < 1 : 1 0 , 00 
[0 3 2 8] 



IMl 

) 20 

TtZgMmi-X oT, in v i v o W***?>f<0c 0 1 E3-CA3 
[0 3 2 9] 

4 1. 2, 9 <£ii4 1. 2. 9E3-CA38) Oi«*fn#^tt^3O0Jfe?)2I!E« 

t-4 1. 2, 9 E SiK^^^ii- h ^03 0 'syHO-W (producers) 30 
4 1. 2. 9 E3 T&O-'L ^P ~ t o^o £*l &*>3S^fc|&-3i,»T, 4 1. 

2. 9 e smmR&sfm&xvz he. 10 q^^p^-^^*?, 3'jv>m& 

CFm s b B PCRK v w T MR U 0 CF 7? * 3 K£«f $ ta**fc * B ( 
combinded date) frt>n&l£» 
[0 3 3 0] 

TK|l3^^1'o 
[0 3 3 1 ] 
[S3] 



mm 


CFU/il 




CHJ/gm 




ffls'bB PCR 

(%> 


i%) 


4L29L 


1. OTBf 03 


I. S3 


4. 02EI08 


0/5 


im 


. n/« _ 


41. 29T 


1. 26et07 


0. 25 


2. 42EtQ8 


0/5 




n/a 


41. 29E3L 


1. 15EI04 


2. 34 


1 46E+04 


87/135 




64. 44 


41. imi 


1. 09e-K16 


0.35 


1. 58£t0? 


134/135 


im 





[0 3 3 2] 



http://ww4.ipdl.inpit.go.jp/tjcontentdben.ipdI?N0000=21&N0400Hmage/gif&N0401=/N... 9/17/2007 



Page 1 of 1 



(73) JP 2004-500042 A 2004.1.3 

v i voTfi«aiS©t:|ll^«£g : f*ai»i-&fc*H. c o 1 E3'/7^?, Kf±* i n v 
[0 3 3 3] 

JJL. Sifcff ' M 2 7 BaflS^^ niT<r>m ^41. 2 . 9 . teoMifltaaKb 

TIB*afcfc*oT\ 4 1. 2. 9 colE3a^41. 2. 9 colE3 BRP&tf 
4 1, 2. 9 colE3 BRP-m (KSEBRPJ * * ?ft«>flllf**ti fc"J-*1£ 
tf^fiE^T^o 10 
[0 3 3 4 ] 

TIB^ * * * 9 ftfrM 2 7 TO * * ffil* U SM& £ 7 B 1 

WK^^yi^ J- L. msbB±CiJ, (c. f. u. ) £$) 

eUo ?\v-7* 1 ,2,4, SV6 Ti±, £T4>t*a\ flfjRTfie x 1 0 * -4X10 

S&T^&o £T€>^W&JgWfS (10 4 c. f. u. /^AttJftJt IJAff) 
*#-*-*£i:#£tiJ$*., £Ttf>ifc#jE<OM*#MJt***fco BRP c o I E 3 tit 

&^E3 BRPfcWU MttHFJftJt** 1 0 0- 2 0 0 : l^MTNSiBUfc^TffliifcS 

[0 3 3 5] 
[14] 





41 


CI) 

JffW CD 




it 

wis : mm 


1 


4I.2.9/E3 


T 


5. l±l .IX 10 8 


131 : 1 


1 


4). 2. 9/E3 


L 


8.9±8. 6X30 6 




2 


4J. 2. 9/13 BRP 


T 


4.6 + 2.7X10' 


209: I 


2 


41. 1 MBS BRP 


L 


2. 2± 1.8X10' 




6 1 


41. 2.9/ESBRPn 


T 


3.5±0. 15xl0» 


90:1 


6 J 


41. 19/E8BKP. 


I 


3.9±3. BxiO 6 





1 :brp b 96fe (GHA^J^*^ /'j-y^s^rfi-^^?? 
■/BEgMfc****-*') ,Wl 14*3: (T#*>A^O£flrife*K ^^*-^>^>^ 

m ii, *> i**ra#<Of&fi? (quasi lysis) &@c$$v>&v 4 
>^7HtSi^ft^ (vanderWal, F , , Koningstein, 
G. , Ten Hagen, CM., O u d e g a , B . & O v L u i r i n k , J « 
. ( 1 9 9 8) , ^;l*BUJ:*^*f''j*->>ft(H#'v/<^<j( <brp) tf^^^ 
HBttb^gS-fk : ^>^^I^S^^^^^a i '|plii () F ) ^^^«9S1-^^oOi3C l oD 
F 1 3*#t*B R P^B^<om^^mmm (Optimization of B a c t 
eriocin Release Protein (BRP) -Mediated Pro 
teinRc- lease by Escherichia ooli: Random Mu 
tagenesis of pC 1 ODF13 -De rived BRP Gene toU 
n couple Lethality and Quasi— Lysis from Pro 
tein Release), Applied and Environmental M 
icrobiology, Vol. 64, up, 3 9 2 -3 9 8) o 
[0 3 3 6] so 
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(7?> 



JP 2004-500042 A 2004.1.3 



±^ g flfti : C 3 8 » X S ^rlBffi^^ 4 1. 2 . 9 /C o i E 3 

TSii^ftWKioT. C3 8*X3*waoifJi*|ia*1-*4 1. 2, 9/ColE3J0 

[0 3 3 7] 

XmSSMmm* (2x2X2mm ! > C5 7BL/6.7*X («K 9S^) »£T 
^S&&A^o JB»«ftSf^l. 0 0 0mm 3 fcSLfctft, Ml^^Ttv 
*(fc*U d^ftSffl" (&2x2X2mm s /ftftf-) t^lfU ±ffittff * 5 ^ ilb 
fc* o B B fcgSJI»&**t (tumor implantation n 

I 0 3 3 S ] 10 
15 0- 2 0 0 mm 3 Lfc i & fc„ gftei-y-jP^ * 0BS fcjfcft 

S^Ufco itlsftff^lt^c4 1. 2. 9Xtf4 1. 2, 9/C o 1 E3 
U PB ST*«LT-e^etll^at7. 5 x ] o* c f u/m I k Ltz 0 0. 2m ! 
offlSliflli^»7 n- h (l. 5xio fl CFU/-?^X1 * s oaiKiBIn^K 

^ v * * KgH*ft$re ut, i x i o 3 c f u t vmn U m s b B y P 

H?, $2 ®mm*m£ la 0 s^*- ^ c c 0 1 e 3 ) <o 3 o^>g 

[0 3 3 9] 

: 20 









1. 




8 


2, 


41. 2. 9 (I. 5xlO E /^.x) 


8 [ 


3. 


4L2.9/ColE3 (i,5xiOVTr/X) 


8 | 



[0 3 4 0] 

41. 2. 9/C 0 I E 3 ©C 3 S U'^»'N(?)M©^t'i2 SUSt, C(^f 
V N ? 2 0 0 0 9 (4 1. 2 . 9 ) OlMfcflSSf Jc o Tftg 3 H fc-r ^ 

*^*Co I E 3'/5^5 F* VNP2Q0O9 Tfclli-* fc , mfttt (+4 

[0 3 4 1] 

gftw : N^A^nin i b hti^f^vw ps oops/Co 

i e 3 g^tssaiaja 

Tfc*lt«ej:5Tv +J«'**5«JSSSft4 1. 2, 9|:iJt4DLDlt^»i<!> 
tflgS-E^f*. ^V**?^^#I#VNP 2 0 0 0 9/C o 1 E 3 f*l, 2, 9/ 
Co 1 E3) ^«*Lfcfl6A 
[0 3 4 2] 

Wftig «tJHfciiS6L.fcD L D 1 Iffii i- 9 '/y^MiaoTlfU PBS T»U 40 
5x20 ? fflVml PBSKW»*tfc, JWS»»i8 (0. 1 m I) ** - K^vX 
CN u/Hu-CD lJflt, 914- ; C fi a r I e d Rive rttJ:*) fiOSiWRK^ 0 
Bl rfeltLfc (5X10* „ 1 Q%<f>9i^^^^-ft*m^ 

, X#3 0 0 - 4 0 0 mm s «»il«>&*«>i& 10-15 B&Kjfcffc 

&ftL^ -f£t*Ut fs taged) « *^£i^{£4 1. 2. 91^4 1. 2. 

9/Co 1 E3<&CFU&1 BfffcfrftLfco fflll (4 1. 2. 9,^41. 2. 9/C 

0 1 E 3) £ 1 x 1 0 7 CPU/m 1 WftfflLfco 0. 2 m 1 ^l®l^iiffi<OT >J a - J. 
(2X1 0" £\ BrfewHK^xfc&TftttLfco «5S0««* 1 x 

1 0 1 C F U L , 1 0 0 u ! £m s b B 7V- b ±K 7^— r -f > ^ U C 
©yw ht-Sfe-f b Lfc« *<DBfcfflffi;j'n~-£ft-&Lfc ( > MMU ®2 so 
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(SO) JP 2004-500042 A 2004.1.8 



[0 3 4 3] 
tT)V~:f : 









1. 


*BE3>ho-;V (PBS) 


1 0 


2. 


41.2.9 (IxW/^OX) 


1 0 


3. 


41- 2- 9/ColEa (2X]0W^A) 


1 0 



^p7'7^^DLDltF -kmrn^tit* 4 1. 2, 9 / C o 1 E 3 OiftlfcPffitt 1(5 
«*027!^t o 3'Jy>E3tt4 1. 2. 9#tf, 41. 2. 9tMMfcfclfc^ 

[0 3 4 4 ] 

^JL : C S ?Bl/6^^70E 1. fi iX;5fej{:itf j>4 1. 2. S/C 

o 1 E 3c0>?j^ 

Tffi&teWUJoT, ■****9&£3££fM 1 . 2. 9/Co 1E3«, BH-F1 
[0 3 4 5] 

» JSitf «JWt^«f 4 B 1 6 - F 1 0 4ffl)&$ , b V 7 >) >MU ioTBfefU PBS 

U 5 X l 0 4 M^/m ! PBS KHfltsfc L /So Sflfl&!Kfl3iR ( 0 . lml) *C5 20 
7BL/6^?* 9^) W^SftffiUO B iC^HfeTSitlfc ( 5 X 1 0 5 m®, 

& 9 BIUjfcflsiMtLfco *fcR#3ftT^fc-*JHE*??ti~;/4 1.2. 9X^4 1 
. 2. 9/ColE3tfifiTf(J*U PBST#3RLT-e^ft«MK7. 5Xio 
u cf u/ml feU« 0 . 2ml «0fflMSifc<AT 'J 3 - f f 1 . 5x10" CPU/ 

s CPU K#W msbB7l^-MC'/l/-f-f>^U -tSM ^a'v- 1- L'C „ 

[0 3 4 6] 







T<7X 


1. 




1 0 


2. 


41. 2. & (1.5X10*/^ 7.) 


1 0 


3. 


41.2.9/ColES (1-5X10V^X) 


1 0 



C 5 7 B L / 6 ? 7 X 4 s W B 1 6 ^ X 5 (; It t * 4 1 , 2. 9/Co 1E3^ 
*<0iBS*IS2 8K^t 0 4 1. 2. 9 (4 1. 2. 9) J; *#8ftrt^K 

ioTJtlSii^^^ b 1 6*^^IS'feiS«J«SIS'#gt;|sa*-e§4ii4'?iE^t 

TV**. 4 1. 2. 9 /Co 1 E 3 K J: oT&BS ftfc^ £X Si. 4 1, 2. 9 « 

[0 3 4 7] 

TIEfefcfltc J: -r>T , Hf A'** v 4 1 . 2 . 9 fcistt* B R P * E 3 <Z)££8 
[0 3 4 a] 

**-**^&ffiJlft4 1.2. 9H*Stt4BRPiE3^*aSli, in vitro 

imm#-bsm$tii> e 3 ©§ *mm s brpsm n v i «o v 50 



http://www4.ipdl.inpit.go jp/tjcontentdben.ipdl?N0000=2 1 &N0400=image/gif&N0401=/N.. . 9/1 7/2007 



JP 2OO4-500O42 A 2004.1,8 



am) *Kgiuft : 







1 


□ >ho-;t (mm 


2 


41. 2. 9 


3 


41. 2L 9/E3 


4 


41. 2. 9/E3./BRP 



*>»JflW>&Tfc£*&^£« M^4Jj:f 5 0 0 mm 3 fc&Ut 14 0IK. Kjts£±lE 

gKie«<o*H«o 1 x 1 0* cfiu xtzy^-yi<Dm-&izti±mtM&t-&mnmt^ 
j: >j feit l tz* mmmat, 2 4 0 § * ^aaise l s 5 4 1 . 2 . 9 & 

(6 3%) ^i^tncU^LTV^o L#-L4r#$>* E3SI/BRP^H" 

,'H^T6 7%i§) , **l,fcB#*fi. J; !)¥^fiFAT**K«j£nJ (£5) 

[0 3 4 9] 
[315] 



^5 :Mm=t>bu-j\,ttmvr^mmmmm^m (%> 





1 im 


20B@ 


240@ 


41 2. S 


5 0 


3 8 


4 0 


41 1. S/ES 


6 3 


5 8 


6 3 


41, 2. 9/BS/BRP 


9 7 


8 2 


6 7 



[0 3 5 0] 30 
fc LT . fflU&Stea 'j v- > E 3%mmmt ^t/; (enhanced) R 

/E 3 %&V<Z>jtkfcK&'*TtiMm%i}tf®mZ><> 
[0 3 5 1] 

zz, i ^ : g ^ y > e 3 xafee j_ <^a^ 

TSE&JMIfcJoT, 4 1. 2, 9i:2o(?)Si»Xl^«iWW> X 
[0 3 5 2] 

) 4>£fc<39+<6 (mid bod y) fi^^fil^TI- B 1 6 F 1 0 ^fe® (5xio 5 « «> 

[0 3 5 3] 

[0 3 5 4] 
[3S6] 
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(52) JP 2004-50004? A 20M.1.S 





n=< ) 






1/C 


h shai 15Gy 


(6) 


12. 12, 18, 18, 18, H 


11 


1.0 


12dpt. 26dpt 


iQi 


1-1 i/i ta oi or 

14, 14, to, il, ia, .tD, 

67, 87 


S3 


1. 9 


K 412.9415GV 
Xm imt 2MH 
« tl, 2 


® 


21, 28, 35, 35. 56, 60, 60, 
60. 67 


47 


2.8 


L 41. 1 9/E8+15Gy 
Xff 12dpt, 2Bdpt 
d32 


(9) 


28. 39, 53, 5(5, 58. 60, 67, 
74, 78 


57 


3.3 



[0 3 5 5] 

£<©f-*(4, 4 1. 2. 9£ 2o«fflS»Xg^WH*-&*Hh&^ X»J|i4fe"?-& <s it * 
^tJ^v^^^^ffljiaS^JcK^g-j-SiiSrSlEWLr^fto E3I*, 4 1. 2. 9-5- 
X % J: h i> ^ * <7>£#SJ £ £ % k S£ft ? „ 
[0 3 5 6] 

[0 3 5 7] 

NF1 : Fa I bo6, 1993, Infect, Itnmun, 61:4904-4 
9 14) v erij*.?^^') (Vibrio fischeri) CNFl (Lin 
h, 199S, Biochem, B i o p li y s , Res. Comm, 2 5 0 :4 

6 2 - 4 6 5) w%m^m®,%m®Lmmm*z <cnf 2 ; s u s a i 1999 

, Infect. T mm u n . 67:65 5 0- 65 5 7) #*$SJf e>;ft*<, 2 fc, C 
NF7r 3 'J-t L-CMt, GNF 2?)N*3i^tv 2 7 fc^fi-fiWft&StfS 0 
#3*ifc8££*rf • AK**/^ (Pnteurella miiHi 

ocida)#|(PMT) (Oswald^, 1 9 9 4, Proc. Acad, S » 
ci. USA 9 1:3 8 1 4 -3 8 1 8) ii^if bft&<, 
[0 3 5 8] 

CNF lit, %mm 1 9 6 (ATCC 7 0 0 3 3 6) «f«4PCRtffl^t, 
7" 7 -f "v — ■, { 7 * "7 - K) 5 * - G T G T C A T G A A A A T G G G T A A C C A A T 
GGGAAC-3* CB?I#* 3 5) ( 0 /f- 5 f — CACAGAGCTCGC 
G C T A A C A A A A C A G C A C A A G G G A G - 3 * <gfi?!)§# 3 6 ) * J8</*fcF C 

DNA^c-x^^ilii L-C^Bti^^^&DNAv-4r^^>^^^s!>{-BT r c 9 
9 a«Nc o I/ACFS a c I S&ti + fc ^ o - - y fltc* DNAv-t^v^ht .x- 

;v^a- ^;q;T7^ni?-^i (Yale university Keck B « 
ioteclinology laboratory) coffc¥tt&£&K£oT?r<9fco D 

fa/v^'h CNFl Ci i: L fc„ 

[0 3 5 9] 

CNF 1 79*3 ^»SDWA^D-^^^if±DH 5 sSCffKivY S 1 6 

4 (H&SR *WO 9 9/1 3 0 5 3#) * fc**#?L L£o lf»*LDHT ? -b 
-f (Promega ft**, Vr-fV^, £ -f X a >- -> >-Jik Cytotox 9 6 (££ 
Aft) ) fcJfll^T, *»BDWA*B-s^^±|tO r *JI'**^YS 1 6 4 
4CNF-1 ^§tmiMm Uto [1 2 9 fcL C NF^f^X ?, K(D#ft7&*3ffll&*ft^ig^ 
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(83) JP Z0CH-50D0* A 2004,1.8 

ft-* *>?iP&#Ht (multinucltatUn) (Ryckefe, 19 9 0, J 
.Clin. Microbiol. 2 8 : 6 9 4 - 6 9 3 ) & iTOC N F 1 O^Btfcl 
^ttt'&aitiiSrSL/:, CNF 1 i:||U;H e 1 a*H8&*>fe$\ WSB»ltSK 

*ft*#fc-fL&tfi»IJi&J2:*: (eel 1 enlargement) fl^jfcfcS ft* Ci* 

[0 3 6 03 

2 4. fefl : Ell^ia K jr & -At p jjfepgsa 
[0 3 6 1] 

^n#f ( S y n. ) HSC 1 0#*, (Sh iga) v v 

(S h i g e ! ! a) o £<*>#$ j±, 1 0##^ 

IKSftfc'&tfVC&iK ?£^fi:^ ','->■ ^ftTWc (Farfeas-Hims 

I e y h. 1995, Proc. Natl. Acad. Sci. 92(15): 

fiv»ss&*^ruT^&^ z*>inM&mmt* tit^«iii#rrU<, *&».sft-!t- 

[0 3 6 2] 

10 ( A T C C 55227) fl?ip#i# D N A v - v -> > ygfc 

^v^T, i-* 'ft? • ov- - t>?- (Yale Keck Biol 

ethnology Center) T-^D MA v-^- y v > J: oTif, U; 0 
#SS £>f&&f±, p A&t>'B* Va- z. y y K X £> * v' * i- p >14«9 t h 9 * -f £ "J > 

MttB R P^ifAB^ m s b B*e-?4'ffl^**fefl:a*&*©ft<KO^^ 

[0 3 6 3] 
24. I. 

^p**AB (AB) f±> TgS^y -f ■<?- *fl!v»* P CRfc. J: o'C&JK Lfc : 

HI 9B-7 : 7 * 7 ~ K : 5* -GTGTCCATGGCTAAAACATTATTA 

ATAGCTGCATCGC — 3' <Efl|#*3 7 ) W 

Q S T X - R 1 7. : 5 ' - G T G T C T G C A G A A C T G A C T G A A T T G 

AG AT G- 3' (Si?Jtf3 S) 9 
[0 3 6 4 ] 

t*l&«7*?-f p t r c 9 9A©Nc o IS^P s t 

>yi-&?cZ><DnmwiAc o i (5* ) aufps t i (3' ) ^M^y !^:M-7-^& 

[0 3 6 5] 

24, L. 2, T e tBEP^O^p^yy 

Te t B R P - A B £ , + Hfr^ * * - t> S P 7 2 - F 6 / R 6 4> KfitfS L fc* T a tB 
RPfi. ^^-f^-tSwtPCRKjtoTStU : Te t -5' : "7 + 7- K5 
* -GTGTAGATCTTTAAGACCCACTTTCACATTTAAGTTG- 
3 ' 3 9 ) RtfB R P -T E T- 3 * : «J 5 ' — CACAGGATCC 

TTACTGAACCGCGATCCCCG-3' (E5I## 40) <, ift^?^? 
-fi, pSP? 2-F6/R6'<$'*-OBg 1 I IS^BamHI^f^D-^v 
?t*c^B g I II (5' ) StfBamHI (3' ) . Mm^> >■** 9 VT~*$mft 

[0 3 6 6] 
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(84) JP A 2004,1,5 

2 4, 1, 3, pSF72-F6/R6-Te tERP^ABCf 

ptrcS 9A-ABJ, p S P 7 2 F 6/R 5-T c- t B R P + fc&£B a 

mH ISC? A v a IWIR.*;' K^^l'7-^«LTAB^L, BamHT 
&D*A v a IiW!Si> K55 ^ l^T--ifT^fcLJt< i c S P 7 2 P 6/R 6 h 

v^f (in trans) l a c Z - « jff - g a i S5^» 
fc, - V y0>fzxb<omk<?>®m^> YZ* V7— f^V^Zx, 9- ( 

pSP7 2F6/R6-TetBRP) jCFAB-f^NoMlli, 0. S%1XTA 

T4 J!iV>T» ^?-&CMV*- J**jg#U |->3^j^ffl^T 

DH 5 a*»SfflB&$t:#KSs»l.fco 1 0 0 ^ g/m 1 <0A m p!0 ! 4 0 » 

/ ( g/m!M-ga ! L B '7 s 1-- — J' '7° r -f > ^ L£* ? > fcf V U > W 

1£& tffctl* ,5 - g a i it fe^ 05 ff^ K £ o ^ x r#'l^ n ~ ^ £ -gjfi L £ ( BIS s Q = - 

[0 3 6 7] 

2 4, 1. 4, PCDV4 j2^Tc-tBRP-AB^t7»P-^>y 

p S P 7 2 F 6 /R 6 - T e t B R P - A B &\ p C V D 4 4 2 ^ 9 f - "f9 o - 

~^m^i:No t ixtfsf i imm^y i^^vr-^vmiti, ffc. Not 

[0 3 6 S] 

2 4. 1. 5, msbBjfefeft^H- 20 
V N P 2 0 0 0 9 &<?>m&i*tp<D DmsbB fc&f- t wffl Hft&ffi x. Srfr t i t £ 4 
^ (@|$&B£WO 9 9/ 1 3 0 5 3 -if*?) a. k. a. YS 1 6 4 6) S 
pC VD 4 4 2 (DonnenbergRO'Kaper, 199 1, Inf 
action and Immunity 59; 4310-4317) H="fc«IS L&o 2 
v<DJtoW&t LTVHP 2 0 0 0 9fK«Ftt4ms b B iWfl<0 5 * 3^3' #jS*3Jt<0 
i^ait*, FCRJgiDT'^-fv-tStl-l.fc CmsbB-5' :7*7*-N*5' - 
GTG TGA GCT CGA T C A ACC AGC A A G CCG TTA A C C G 
TC TGA C-3' (£W94 1) &Cl")'-f-:K5' -GTG TGC A T G CG 
G GGG GCC ATA TAG GCC GGG GAT TTA A A T GCA A A C 
GTC CGC CGA A AC GCC GAC GCA C-3' (BfllfrJM 2) : Mtf 30 
KmsbB-3' :7*7-K5" -GTG TGC AT G CGG GGT T A A TT 
A AGG GGG CGG CCG CGT GGT ATT GGT TGA ACC GAC 
GGT GCT CAT GAC A TC GC-3' (SB^J'f 4 3 ) 5' - 

GTG TCT CGA G G A TAT CAT T C T GGC CTC TGA CGT T 
GT G-3' (g£^J#-^4 4) ) 0 ifc, tft&©:/?H"*-HU £il^0 2^lflt 
S p h I SHfc* ft L-ce-S't* t $ K> pCVD 4 4 2^>SaciatfSal I 
^^*n-^>^f|i;t*«U, ftfll*>S a c I (5' ) ,MAc a I (3 

I> Pa c I> SphI, S £ i 1 , SwaUfDral ££j£1-4f> (83 1).^ « 
^ * - * p C V D 4 4 2 -m s b B fc» ^ (B 3 2 JRtf 3 3 ft ft c 

[0 3 6 9] 

Tet-BRP-AB*pCVD442-ms b B + n- - > y-f T e t 

-BKP-AB^X? KDNAfcfflERffiHfcU Sa4DNA*ffi»U T4 ') tf—tf* 

p i r t U =o;-tTet-BRP-A B OfFftS O'Elfilt'* ? »J - ~ > 

^U<,Tc-t-BRP-AB7P-^*SM10 1 p i r* (#EDo nne nbe 
r g&tfKape r, 1991) *K^SC4S»U K*pCVD4 4 2 ~ 

Tet~BRP-ABtSU 0 SM10 1 pirOani-t, PCRCUTet 
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(85) JP ;?004- 500042 A 2004.1 .8 

at i n g donor) k LTJHuifcl&K, SMI 0 1 p i r * D - V p C V D 4 
42-Tet-BR ?-AB%MViL£ 0 oCVD442-Te t-BRP-AB*W!r 
t4SM10 1 pir^ fc^ftft^B: (Davis, R. W. , BotStei 
n t D. , SJFRoth, j. R, , 1 9 8 0, iftilt^ (Advanced 

Bacterial Genetics), Cold Spring Harbor La 
boratory Press, Cold Soring Harbor) KJ:ot> 
<£*?Y S 5 0 1 0 1 tMD i f c o Ma c C o n k e 7*?€Ktt?£ 1(151$ ft fttttt 
Mt^7h7t^^n&tYS8 2» (ffSLow^, 19 99) 
#) i&EU SOAg/mL^^JK^y'Jv ( c a r b ) 0 0 a g/m l<07, 

yp-jyvjr/y (strep) *$tf?U~ r-Jb-??gf?Lfc, f#6ft£YS 50102 *> 
-"pCVD442-Tet-BRP-AB^o-^*xPCRCJ:DpCVD442-T 
e t -BRP-ABsti'S^-tco^T^i s» * L-^o 

[0 3 7 0] 

24, 2 t 4 1. 2. 9-Te t-BBP-ABfe»^g-a- jbfe<bKjfe#.ftUffl^J 

tt<:pCVD 4 4 2 -Tflt-BRP-ARg)41. 2. 9 (YS 1 6 4 6) 

Kv-- U.TYS 5 0 1 0 2 -Tet-BRP- ABftfcffl ^> r 'J *7t- -/!■> 2 

2 (^&$m#H T 10 5/1 i n t - 2 0 1 ; D a v i s h, 1 9 8 0 ) K J: of * 
^tMt*4 1.2. 9tfg*ALft e pCVD4 4 2S*^b ! aX^s 

a c e^fOffSiaot, Dms bB&tfDma bB-Te t -BRP-ABJtK^ 
*>PSf**tr4 1. 2. 9-pCVD-T e t -BR P-AB- 1 *ttc a r b 5 (X 20 
iiamp'l sue 4 *<o3!*? j&WScK ft & (H33, #3) , 41. 2 . 9 - T e t - 
BR P-AB- lMLB^^n-xii:';p-f f >^U suc r c a r b * S$$ 
ttfrSiRU Dms b BitB^mi U LB-* * 0-*3(E3S7>- N £\ N a C i UK 

LTfPSi-f%ia.Jt.(i, glriaD onnenberg JtfK aper. 1991(0 33, 
#4) ©JSCff^TDBiB bB-Te t -BRP-ABI1s?*8L, 7V~ 0 

B^V-hK^'J? K*Sx. (gr i ddc-d) , Sfc&ftHXETj* *n-*-r- * ~<?>m 
^S* L 9 a - ^ off fc^dJ't * *> U , Igg £ * * ->■ »? y Xii x * q - x <o 
ovf it** 7* i- K y I-- r <f > *" L£<> m h Jt ft * p - ^ * v P C R £ J: l) 

-BRP-ABt*tU * * n - * JBSM&SCK * */ 'J >ffit1'±£ XII L"C v » *> 1 o 
4 1. 2, 9-TU-BRP-^nS|ABtS*U>: 0 

[0 3 7 1] 

iSi£&ft L D H«Bfl&«147 v-t^f (C y t o t o x 9 " (##jf M?) ;Promegatt 
$U ^r* <f V > , l Ha3> ->■ > Jfl) i/>T in v i i ro"?4 1, 2, 9-Tet 
-BRP-'<n^sAB^«BJfe*|4tSt^Lfco igS£®3 4fcjjti\> tOfeftti, 

h5^-r * >J ^ML^/;U J: * if I- v^M* 'J ^ jCftSLTti 
USv^HH&ftfe^ (96) ££LTn>fc«, 
[0 3 7 2] 40 

TIE^^mj; o-c, £&?&tt L*Ci&jM?ft f ofcjUte? > S*» 

[0 3 7 3] 

£fi\ B e u t i n , 19 9 1. Med, Microbiol. Immunol. 
180:167-182) *#JHS*lfci/>) o She- A (G enban k^#E0 0 2 3 

8 9 5 4 ) »±, Sf&ir^isl^M-esaiSft*, ;!-tf£M£ftft^*-f P/f^ii 
(Fernandez £>, 1998, FEMS Microbiol Lett 
. 168185-90) , SheA (a, L a. bl yE: Genbank S*U 5 » 
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7 4 3 0) «\ m$Lm*mw (250 7$u ^-^^Mts^m^ff*;^- <Ya 

I e University E. co!i Genetic Stock Center) 
) frh, T%~f?4^- {7**7-}?) 5' -TTTTTTCCAT GGCTATTA 
T G ACTGAAATCG TTGC AG ATA A A A C G G - 3 ' f B9l#-& 4 5 ) 
SO 5 OJ><-*) 5 1 -TTTTTTAAGC TTCCCGGGTC AGACTTCA 
GG TACCTCAAAG AGTGTC-3' (ffi?D#-t4 6) *fflv<fcPCEC*o 
t, fl^fti&FCR&ftT-e* v--yri,fc Q £U^i'X<7>PCRjiM\ SEfl'^U 
fitJRtt^> t r c ^n^-^-T(:f<Ai&t:, p t r c 9 9 a (Ph a rma c i attSS 
) »Nc o Il^H i n d I I TSU&^U*' D-->^Ufe 0 PCRftfcfrNe o 

I&tfE c oRVIiioTtflKLft tet-bgai-Z-ter m'^^- OftSB) t 10 
K*n- ~>>/Uzo ^v>t\ ,*HDH5a (Gibe oftiT) Kf 

U 0 . 2 /, g/m i Of - N * V yt-mm I fcM&fflffl 1 4 
* ( 5 % k *y h y y~>- X*50&* ; B i o M e r i e u x ti^ 

[0 3 7 4] 

it*, t r c 9 9 8iI»CowtB3 5 (2A^^2B) r h 5* -Y * V >tt » 

"f * 'J >-'7 > n-e-^~-SI^'|-is h e AconTB3 5 <3A&tf3B) Kgti%» i*t*» 

[0 3 7 5] 

2A, mm : s&M&Mfe £ & t ± t ±^m§m 

- -if 3 i t » J r § & i i ^fE^T « o 
[0 3 7 6] 

t-fr&^t&£&<VWWi.*-T?t?-^<D&%KmiXttm%$ ftT^& (X uStfT a 
nfci&SIKSIII&WO 0 0/ 2 9 5 8 9 #) * X uS^T a nit *^*^--ir^jg;i 
««>H&£ft £■& ? * - <om ~B m *' B ^ L T f> t\ n S ? > # I J: o T 
3Wj 6 UU\ WW?-&&<, 

£1* *r & ?f ifciiL simttaan * ffl ^-c^s * ^ 3 * 4 o 

[0 3 7 7] 

Genbank##L43133 <^-Fv^wf-ff (Pneudomas 
put ida) jiMb, -f5Jflt: 4 jfeLfc : 

7*7- KIMETH-XHO I « 
5* -CCGCTCGAGATGCACGG.CTCCAACAAGCTCCCA-3' ( 

BW#*4 7) 

y><-* : METH-BAM 

5 • -CGCGGATCCTTAGGCACTCGCCTTGAGTGCCTG-3' ( 
KW»*4 8) 

±JE5S^ Lc:/?^^ ( 4 rn M) 5. tf&S t L T , - a - x . '/f * ^flj^it S ft 

2g-Ht3 5t-f^^ 7 2t\ 1 OjB-ISIOgffiiroijeti, PCRRE^if^Ilt 
LTfr-sfco PCRt»«rO. 8961 X TABT^a-xm^Kl, 50 
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(87) JP 2004-500042 A 2004.1.8 

^oo^mSMt&^X (Ml 196bp) s'^^PCRllf^U, /<> F$\ P 
[0 3 7 8] 

cFjs-ft s n * f - .* + - ~*fife^£ y * 6^ «j $ *> , 4T-y^#*^am * ? n h 

fc« fflB&£ , miE t 10 0mg/mL^7^t'v'J> (Amp) L Big 10 

*til£7>-r < ^"L T, ^44pS P 7 2'** *-##£t;&;a&*SiK Lfco Aaio 
Wtg-stf^-fcRHfcU ^7-^U-7'^^-; f (Qiagen mini-p 
rep kit) *fflv»jfc:/5* KMStttFeBXE c o RIRtfB s r> HUJ:4 
WffilHItfiJioT, j«f-*^"*i»fe^t*l-rAp SP 7 2^**-«#££5S!Bbfc 
e ^ n - y # 9 * , K?||ife5E<& fcfcfc, x- ;v^rf:g^ (Yale- Universi 
f y School of Medicine) <r>^~ )V - v - *r > Is > V • 7 r v >) r * 
-(Yale seauenci n g Facility) !ci§o£<> S P 6 (7 * 7- K 

o^ftSi, PCRK AoTTAAUgSfcoT^STGAlSJks IfV^T, & 

[0 3 7 9] 

* * * t ~ -^f&ttii. Hori^, 1 9 9 6, Cancer Research 56: 
2 116-212 2lZtmn**$i'- J $Ty*;it>m^XnfeX-£&<, 

[0 3 8 0] 

2JL : isaiataigftagT^T Arm&wit lt<dt#^> < a p o p t i 

n) »^^»gg)^a 

TAT, T^t^f^ 7 (antennapedia) , VP22, ZLVtitfi/ (K a 
pos i) FGF MTS^i^7^ •^T'f F (ferry wept i d e ) £^ 
trlfc-fr *JW& * ** £ * § « £ t fc^T 6 p 30 

[0 3 8 1 ] 

2 7. 1. TAT-7^fy^»K^)i l 

* + fCAV) *>/^fitNfc*r 7f./^;v;'s^-i: 
•fcoTj£j43*ifci It, |ir^^«^-t'T # v x fr»*-r * Ztimh ft TV* ( 
WAtf* Motebomfe, 1 9 9 9, Gene Therapy 6 : S 8 2 - 8 9 
2*#JH3ftjfcvO o 

[0 3 8 '] 

* * * * 7 0«ff * $ ft & Jg fC# m 3 ft v T*b-3/^t?|*-i6 

■Y * X (HIV) TATtysi* if*-- £0* $ ^ 7^ K tjftg- L £ (fl A. If, Sen « 
w a r i z e ^ , 1999, Science 285:1 5 69-2 5 72 fcfcJR & ft 

SftTTnAO"? (llrfaSc Nirtie^, 1 9 9 9), T A T - T*'^ ^Bfc-fr&fc 
. ^**fc*?"^>fcioT&E^ftj!RL-C&£Lfc (133 » TA 

T - T Vft^ttfi , 0 m p A - 8 L ->7±!im} (Uo T&CF-tilfe L tig*** 

(S3 6 Aat^C) o 

[0 3 8 3 3 

T#f->RH*\** • T.^^>{±. ^-7v7- %y)X%$v%<f 
^TfSSfi?ft*c T 4: 3- K"t*«rKE?n!tt, TIE* V ^ * i/** Ktffl ^* P » 
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TAPls 5'- GATCCCATGG CTTATGGCAG AAAAAAACCC CGTCAGCGCC 
GTCOCATGAA CGCGCTGCAG GAAGATACCC CGCCOGGOCC CTCCACCOTQ 

mccccccc cg-3 1 csn#* «> 

tai2: 5'- cocaca.gootgatqgtga.tg cccocqatgc cgatqoogat 
.ttcgcogcm tgcggggttt ccaocoogco ggaggaggtc ggcgggcgaa 

ACACGGTGGA CGG-3' (iS?i#-ff 5Q) 

10 

TAP2: 5'- OOCATCGCGG GCATCACCAT CACCCTGTCC CTGTGCGGCT 
GCOCGAACGC GCOCGCGCCC ACCCTGCGCT CCGCGACCGC GGAT AACTCC 
OAAAACACCGGCO (SJSj#<i 6l) 

TAP4; 5 '-GCGATATTCG GACGGATCOC AQGAGCGXTT TTTGGACOGC 
GGTTTCGGCT GA'J'CGGTGCG CAGATCCGGG ACGT T TT7AA AGCCGGTGTT 
TICCGAGTTATCCCCGGTCC C-3 ! iKtU m u) 

20 

TAPS : 5 '-CC7CCGATCC GTCCG AaTaT CGCGTCTCCG AACTGAAAGA 
ATCCCTGATC ACCACCACCC CGTCCCGCCC GCGCACCGCC CGCCGCTGCA 
TCCGCCTCTG AAAGCTTCAT G-3' (ffi»*!? 5» 

TAPo; 5'- C ATGAAGCTT TCAGAGGCGG ATGCAGCGGC GGGCGGTGCG C-V 
(E£«# 54! 

TAP 2-TAP6*') =f Jti? KXWT A P 6 H 1 * 'J ^ * r* 

(5 '-GATCCCATGG CTCATCACCA TCACCACC AT TATGGCCGCA 35 
AAAAACGCCG TCAGCGCCGT GGCATGAACC CGCTGCAGGA AGATACCCCO 
CCGGGCCC-U'; 55 

*fl3 v»t\ T A T - t iKf - ✓'R &9 V %<n^ Wf'/ > y B >ta-K 
"ra^Bfffi5!l*4« Lfc„ TA P 6 * V X* * \>*+ 0 m p S L F 1 * 'J =^ * t> 

(5'- GATCCCATGG CTAAAAAGAC GGCTCTGGCG CTTCTGCTCT 
TCCTGTTAGC GCTGACTAGT GTAGCGCaGG CCTATGGCCG CAAAAAACGC 
CGTCAGCGCC-3'; Kaf^56 40 

tBV^TPCRKil,, TAPl-TAP6*'J^?l/*f K<5PCR Efc^fc , T A 
T - 7=K^- y At? g<^> Om p A 8 L v a f * 3 - Kt ^m^SS^J^lf, 

[0 3 8 4] 

u rf js: #v*tK*, 4 p umm^mmvLmwr. i 3 p c r sjs 

tT- X (Pharmac S a ttSL Ready-to-go beads) * ffl ^ 
•J^^l^*f Kfl)2/(lSr«J8U 0 PCRElfctt, 9 5 Cf5 Sr 1 * * : 9 
5ttim BOttl&B. 7 2TJT1*H*3 51M *W\ RV f 7 2VV1 0 frlfl 
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(89) JP 20CH-500042 A 2004,1,3 

& m isis-fl: ^f-r u it . mmmt ?^pcrii^, y ;h8«t*»k lot l > je l 

**l'?il&4 2 5 0 b p) *$**#*>«>)fc»K 

^T*Kt7to iitfe^lMHc o ISO 1 !! i nd II IifHfc&iifcp t r c 9 9 a 
fPharmac i attSP.) fff"K®»SU o t r c 9 9 a -T AT-T*f >jUSft41l 
tto TAT-7*'f> (0 3 7) .^Ht7fy>TAT-7*'f> (03 8) OH 

[ 0 3 8 5 ] 

27, 2, TAT-7^y<o cpbk » a. &<pmm i» 

* , ^ T* & 7? ^ Kiot cw X. if, m v B y« j± 

SSdHLUioT) p t r c 9 9 a-TAT-7?K*>tgjg&UJ:-3T3&!t46»U 

+T«*i-a« sit fc&in*>#ifc (fl/ii** ^x^^rn? nwfxiiEL i sa) 

WS*W«>±tf #<9T A T - T #^ ^ ftfc 4 v $®M±rf * PlILiJ 

W«lfl& (Wltf, HIH3T3, CHCK 2 9 3, l!?2 9 3 Ta)il) t^-f>4*^ 

[0 3 8 6] 

2 7, 3. ffigrt^OTAT-7#»>o%»?& < fr<E)iiElfl 20 
TAT-7^vXli7 - > J: t § Kfzmmm%U^mm * 

, b 1 6M*7^ShKrts^i-*« v^x!*, aio5a:^«fe»BT«ttKt, mum 

£S [ J^T 4« T # f - v x r * <f (fl it tf , D1IA7? V 'J > ^ (D 

N A laddering) ^0*7^* l^-t-f > i n sit aMSfeffigLiti* ? h (Bo c- 
liringer Ma nn Ii e i rnttS, fV-'WA, S-fflvTTAT-T^f 

7-fc-f U TAT-T#f-y<?)^0m j li*iliJ^t^ o Sit, IS***y**-m 

^-N^U, 3Bi-Wfi (c. f. u, ) 

[0 3 8 7] 

£M31 ; ^3*cPM3 7lPffiPfl ttttWt*V J lTP 2 0 0 0 9 Mt * « ffiafc«> 30 

i±*Sto«p K « v » T x USS * if <?> ® S>ig3l* IS* SEE 1-&«> 

[0 3 8 8] 

2 8. 1 . gj£ X^M 2 7 ijjjoMMiiajL& V W P 2 0 0 0 9 fc j£ ± fc £j£ > ( o v 
t o s a n ) Z i-A V M P 2 0 0 0 9 h~?4 Y^4^>Ch qMt±^MJl 
jjKMXftft # ftfcM 2 7 *■ X ^ ( 1 x ] 0 5 /ra 1 X 1 m 1 ) 4 , 37 

f&*M^<MWi-%ZtK&^XJE&Kfcm^mL, 37t, 5%C0 1 ? 1 0%^~>J3fe 
Mft ( F C S) ^^-tiDMEMJSSi^ftlbl 0 m i ■CJfc&l,*, M£ 2li£-ftW£ 

M»iSSi»rK**M2 7 site £ h 'r/v'^^Jiicio-c^ijajt. 1 xpb st- 40 

ifcll>L «»Si&fc**>fcJ0K, 1 xPBSt-2. 5X10* 2fflflS/m 1 K«»JfeLfc. 
M2 7«lfe)Bjflffi*, OBgiC 1 0 QE<0C5 7BL/67>)X (■*., SiI3\ 2 0g 

[0 3 8 9] 

t^*5VNP 2 0 0 0 9«\ ^^^Oflie^^^^^ioT. IXPBSt 
5 x i o 6 CFU/ml Ljto #v ^ x TsB^ 6 12 01k, 4frft L 

(ixio* CFUAn) 0, 2mltl»rtS4L* 9 feftL/^® 
0*»*S£i-^ 5xio s CFU/ml t>m&MmWL& . ??)I:1X10 J C F 

u/m i csiu (m e b b t*v- h : mmzmmwo 99/13053 50 
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(90) JP 2004-500042 A 2004.1.8 

[0 3 9 0] 

NvfvVC (S i gmattS) Xtf-fr A h**fy (S i gmatil) &\ 
(■:totv^x|:K4L/: 0 h v-f C<9 2 0 I^fBfi* 2 2 B B KS&#£*>*^ 

/(c L * MStf>* 4 i » u , -707^>7C H&^l g it 
fc^^-yKrtS^-LiSt^ojt* VNP 2 0 0 0 9+-»M > TftjB L -fc 

, Mm%%^U.fct>mm$tiK<DX\ ->ro (C i p r o ; B a y e r Inc. 4tS, 

3*f*ntt) 20Gmpk£, VNP 2 0 0 0 9WXt*VNP 
2 0 0 0 9 + J fk**S*!-CftlUfc*^ ,i >^UtK#Lfc, Httttft$ 

fflJt^*Mt«J#L)to 2 lift ijfc A* v^^^ttt^^i^**^ 

[0 3 9 1 ] 

mi) 





Y9*f& 




1 0 


3 up* T-f h^-f^»C, ttffirt. 15 B 


1 0 


5 rapk V-f h?-f •» Cv MHRA> 15 B 


1 0 


ISO ipfc tM KJS$i*3, 15 B 


1 0 


200 rapk 1M b*V>> 161*3, 15 B 


1 0 


VNP20OO9, IXIQVT^X, «f*K 12 0 


I 0 


VW20009, ixiovt^ mm. 12 a + 

3 Mpk V-f f-V-f 5^>C, j$gftft> I5 3ttJC22H 


I 0 


VNP20009, IXtOVT^X, ft», 12 0 + 
5 rapk Y-f hY-f 3^>C. »fKl*J» 15 ifctf 22 0 


1 0 


VNP20GQJK 1X1Q'/tSX* ftJHeft, 12 B + 
150 sapk tf-f h^», KBl% 15 0 


1 0 


VNP200O9> lxiOV-^X* ftjftft, 12 B + 
2Q0 liipk 1H h-+i?->. ffiSBfts 15 0 


1 0 



[0 3 9 23 

0 3 9 K-jfi-tX i (C, V N P 2 0 0 0 9 + ?- > J; *fe*#jb*i(Si33Hi, V N P 
2 0 0 0 9 * HM2 7 M < L *«> 

H4 OCyt Jc ?fC, VNP 2 0 0 0 9+^ f-Y'fS'fC^&^fc-fcii* ^-f r^-f 
->VCJSUBU HM2 7lil«)«)t^< l£*Lfc* b#L*J& f &* VNP 20009 + 
W f'V^-»G^)i^tiiv VNP 2 0 0 0 9*tS^.4feJf J)*M2 7M^7>if itt* 

[0 3 9 3 ] 

2 8. 2.' 7»^om2 7 mm^mmzn-t^ v n p 2 0 0 0 9 k y% t <?>m 

fm&f&mfZilfcM 2 7 *X 5ft*g« ( I x I 0 6 /mlXlml) 3 7 tT* 
¥ < fflfitfi?*** £ t fc. J: iE*>3ctt3teIS U 3 7 V, 5%CO, v^ff Jfili?* 
( F G S ) mtJDME M#«ig j& 2 5 ml TJ£« t A fl S.M2 i&ftftft 3 ^ & 
, <&9 0 - 9 5 ttfiffl) C*4M2 h >) /y^MClo^ii 

.ft U 1 X P B S vm& U * ^ 1 x p B S t 2 , 5X10* itffljfc/ 

m 1 Li 0 M 2 7 fflJHl!lAjft ( 0 . 2m!)*, 0 S @ 3 6 C 5 7 B L 
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(91) 



JP 2054-500042 A 2004 .l.S 



/6 -79 x (rti, g®^ 20g: 5 x l 0 5 M/^?*) «>^l&ia«>fifT"(cJSac>i&^ 
fi« v^**, *^^-^9BE^>v>^*P>4r*JtA *ft3feK^*- 7r>*t Lit* 
[0 3 9 4 ] 

t*f*5VNP 2 0 0 0 9ft*. ^H^i^f6!)4.f|(#ftt; JtotlXPBSTS 
XI 0 5 C FU/m 1 U#«Ufco TfgflSU&feoT 1 2 B lll+Mlv ( 1 x 1 0 5 

fciSfgTSfcJOK* 5 x 1 0 s CFU/m i ©HI,li^ 1 x 1 0 3 C FU/m 1 

zhK%mi: Ms b b'/i' - hinri^-T-f ^^u, »*?ftfc3o--taaiH- 

[0 3 9 5] io 
S^liltc, IE££g*:ffijicro. 5mg/m 1 KftSRUfco SS&fMStiU -^Ik 

[0 3 9 6] 
[^8] 









9 


VHP20009> lxiOVn>X, SWRW, 12 0 


9 


5 Bj)fe S-x:*WX JSMS^ awX2, 14 19 B 


9 


lX10We?x> IKA, 12 B + 
5 M?k v-X^^X awx2, 14 IS, 33 9 


9 



[0 3 9 7] 

04 ICtpI-J: VNP 2 0 0 0 9 7°^> £ J; ^jfi^-^b^iSli, VHP 
2 0 0 0 9fca4*Xliv'^7'-9^>^1i^J: HM2 7 W*og£fr3t< B&*Lfc<> 

[0 3 9 8] 
[0 3 9 9] 

imu 

[0 2] 

VNP 2 0 0 0 9 s e r Cft?> W*^t®t 5 *& 0 

[IS] 3 I 

*X*f-7*g fcistf*. Ssft#fca*&**t£ t r c7n*-*-ffi»TNF--«£te 
[8 4] 

*»fchTWF-a i-** K6 7 - 5 4 3) t^Orrip JUEBI (** *o 
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(92) JP 2004-500042 A 2004 ,1.8 

V*f> y 1 - 6 3) jft-fr^On- KS3?!l**i-H-C**o o^TODNAE 
[0 5] 

[86] 

li^TRAIL K6 7 - 8 0 1 ) tfl)0mpAy7t*Efl (**J>* 

[0 7] io 

*5§S (J Ml 0 9!*) WittSOmpA T R A I LB-g** >^ S^&Efc Jf 0*7*0 

Sfe£ (C 1 2 5 A) t H L - 2 C3« ^ »*-^ K6 4 - 4 6 2} t^|«0mp + 
jyEH fje * v*+ Y 1 - 5 3) itt&i&«>3- KBB?U*^tST*&o S^fiMSI&fc'^ 

t<o d w a ge^j (@£?y tf - Hi t % v *9 %wm (ffi^w 1 2 ) cosily *^-to 

[09] 

phoA (SL) ifciiompA (8L) H»^L.£jg£$ t: M 

L - 2 J: <J 7 s d -t ■> y >r t>m*t Bit** & o 

m i o ] 2e 

Aft (C 1 2 5 A) t M L - 2 (^?k*f K6 4 - 4 6 2) p h o A">7t 

TODUASc^ (EPJt^U) i^^EE?!! Wffigg^^-to 
[Hi 1] 

t MNF - a ©«ft^&£&?L*r* *X $ -f - 7?>m%W1tfcv> in vivo jftjg&$l 
[0 12] 

BKP^Sifin \> I v oiLU^®1j^M&T&Wt^Tm-?-&&o \^mt±, (1) P 
BS*HH; (2) VNP 2 0 0 0 9 ; isJttf (3) BRPjtft^fcgrfrpSWlT'SXS 
Kfr«*"T4 V N P 2 0 0 0 9 Ire, B 1 6 C57BL/6^* 30 

[013] 

SS*t*-r07?*4, 0 1 3 AM\ 2ftWt^**9, YSH56*iCFVNP20 
■0 0 9 /?-gal in vitro »«tSfBU*«, 

i!3B^ BRP, /? - g a I v *> U < »B R P t ft - g a I *3&H+* VN? 2 0 0 

o 9 saf^ffaniatc*tt-& ^-gaiou vivo sNffr^tat* 

So 

[0 14] 

^V>^£*H^H^*<b* ftO, 1 5 M g/m 1 W'^it^^-r hy^J 

[01 5] 

pT r c 9 9 a^*-#-&«^**fc;*?-y>'-JL> r f X**-> K**H I S-x> 
K*** » M£^T0~e&£ o 0 1 5 AMU *;V^^7 (VHP 2 0 0 0 9) H3Bft 

IB 1 5 B*4» *»g (DH5 a) K^HfcJ* 3*>fc 5 o«>&:fc L * P - y *6 
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(93) JP 2O04-5O0O42 A 2KW.1.8 

[II 6] 

7*7 x? KYA 3 3 3 4*»&«>^4*HI S-xy Kx^^^flHSHS-^i-B-e**, a 
sdl ft rc/^-i'-iB^) Kj3ft&-N*-*H I S-^> St 
X^y'^i^'/'C'^^^^iatiA^tH I KX?fy f- 2 5 kD 

) xo/<> Kfcs&si- 

[0173 

C 3 8 v $ * AS§^#1-& ^ > * i~ > *H3R-t * VNP2OO09 SM6W>fll#*!* 
-HB'C&ft, IflJIiiis ( 1 ) P B SJVffll : ( 2 ) iOYA 3 3 3 4'^?- tWTt* a 
sd" VWP 2 0 0 0 9 ; (3) A^f^txf J>^-iy K^^f ^tiSSt* a » d" 10 
VNP2OO09 ; 43 JrCK (4) A^f^f-^-i^ FX t B R P 
VNP 2 0 0 0 9"Wt^*i.&3£l.£, ig££*i£C 3 8 Jg***"r&'*"7 x£H«onf IS 

eati*ti-s¥J*i«*-f ^ y 7 t*&&o 

[SIS] 

DLD 1 t hAW8Kj*t4i> KXf f->*|Sfi-fftVNP 2 0 0 0 9A&e>$l£&* 
tm~?& &<> IIJISK3, f 1 ) PBS Wffii : ( 2 ) Y A 3 3 3 4^?- a 
s d" VHP 2 0 0 0 8 ; &£Xf (3) M#aff;^-x> K^ff>iBR?^S 

anvuP2ooo9 -?*it -en^ft l >t , m ft £ d l d i &s a * - kt 

[6919] 

wm&«-r*t: (huvecj Wfenm.ttifi't* ttmti.x, ^> p t 

S» UK*- 6 <OTO11"e& * 0 -9- y / & IS&ft ■C^ijfe'f t L£<> 
[0 2 0] 

CFhny^A,f^>y^f K (13. 4 0.1 ^!lT&i§#fLMIl&^ JP**?^ 

»»«f * t h IHftrt&MiHl ( H U V E C J TOoia**^. fflt IT , so 
^pTrc^^-^HM^^tiL £ o #t - * <?> jA*(4> 4 @ Rft L'Cfr 

[02 1] 

pE3. i>* N Ji^— 1-^^ *-*>KMI4rjS1-B-Cib* 0 
[0 2 2] 

ColE3-CA38^^- (GenBa ckliffAF 1 2 9 2 7 0) ^)»K*Ss 
-TH?* S„ Co iE3-CA38^^-W#l'*f tKiH l fc^l" o C 
olE3-CA3S-<^-&, 2-5 fc* ft eft#1- Jt fc, 5 - y > 

[023] 40 
Col E3-CA38/BRP- l^^^SS^tBfii, 
[0 2 4] 

laotli? ft fca>J^>E3 ^^?E^e^S *St»^57n4. 
[0 2 6] 

C 3 8^-7XtJ^UM+4 4 1. 2. 9 /Col E3^^fgit**o 
[0 2 7] 

NU/Nu^XfcfcttaDLD 1 N*!M5fc:!rtS4 1. 2. 9/CoI/E3«ifc » 
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i^;. JP 2004-500042 A 2004.1.3 

££ I 1 5«t 0 « „ 
[$2 8] 

B16^*xSfelK»t44 1. 2. 9/Col E 3 <?>3»^ 0T*4«> 
[BI2 9] 

>"ft*iss cnf 1 Srsa-r * 7 0 

[El 3 0] 

CMFC|$MiKHeLa» (A) ii, IE#*HeLa«ft (B) kit^T, Mftj3 
[03 1] 

3* 3^6 5' ^[«J (S3 2^y 7"^^&J:?C) Op C VD 4 4 2 - m S b B^* 10 
^-tosbBS:M/Ttlt$^ msbB^l-^itL, #-o*<>> 

■fif3r S~ ft §&N o t 1 , Pa c L Sphl, S f i L S w a T £ £ tfD r a T # V 'J > 
*-*fttr (EH**6 1 ) o B3 2#JH, 
[S3 2] 

Dins bBUMCDNA^tf-WbU fiE^TSftfett£J?*-*& t> C V D 4 4 2 

5' £ I U-Z ' *» ; m o b R P 4 !l y 5 a K* 1 P> 598 

&«&fc«Oi!rfMb-x-]s* ^ b I ail. *:v^^v- ( J>isJ:^T>t:v-ij >m 

©b-9*^AlS4*»H#fr*««*H^-r*i?9^*-9-W*4 Q S a c Bit. 

[R 3 3 ) 

1) pCVD 4 4 2-Te t-BRP-AB^?-^ 2) t-'K^7YS 5 0 1 0 2 H 
*3*t&Dm s b B»f&ft3 bf-u •fcifflraeSfflfeA, 3) t;Ki7YS5 0 1 0 2^ 
*fettifi&# k , C H Kg <ftVMP 2 0 0 0 9^77- i/JBS > 4 ) *M 1 . 2 
. 9-Tet-BR P-ABfcfcfc&T D^^S-fil^-ril'^*© Or i R 6 K <* 
7"?* 5 Kfcftfijft-C* !? ; m o b R F 4 MU 7 J 7, 3 K£ 1 ^ofej^BottUKf* 
e**fc*«^T8Mfcii'3' >- amcii, *,n^^*/ij >45j; CTr> e^y >^ 
^b-v^^^Ja^^t^^T*!®^t±t'E^T-c>^7^^-7--^--C^A 0 s a c Bit, 

o-^i^-j-affisetit^t^igte^^^o ^Etri^i.Tv^^r & logs 

[03 4] 

SKOV3 » J^Sfc= 8 ) K 7 2 l$ra*Se L /^W, £ OTO^M (H s C 1 

1. 2. 9) titRLfc t e t BRP AB ?u-y# 2 6*J:t^P- y# 3 

1 wmmn%$:BTm^&&<> ^mm^Mit, r- \- 4 ? mmitz 1 

i?V>feM%L (-) <> ^JilftHSC 1 0ii„ |ffl.^14%0^ J TOHk LTftffl Lfc ft 
[El 3 5 ] 

x I- -f ^ U ^ tf>^£T ( 1 A) is^i^-f h7t^f <Dft&T (IB) T\ 5§&fb 

SET (2 A) fcJtFr h^*-f *«#£T (2B) WANKS he A. *m&t « 

* ( J >?>^£T (3 A) *JtlPf h 5 XflSfeT (3B) X\ -rl?*4 
* U ^KMWSlS h c- A . * & <fc ^ lift & *lAg3#ftSI$|g8i* 9 Co v»T<0 

[SI 3 6] 

(A) ^^fc^vy^£^&^TAT-T*"y^Ml^>^f **-J- 0 fB 
) ^\**t;.** ^^t-g-frTAT-Ttfyf^flt^* ^^^R*^t» fC) One 
A-8L>'^t *E?lJ trT A T - T y* ^ ? * t*to 

[M 3 7] 

TAT-7 *''7> y Rg- * > A * t» 3 - ^tS "C* « o D N A 5 7 
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(95) JP 2004-500042 A 2004.1.8 

[H3S] 

HA (S^Jft 5 9) (gS?l|#-t6 0) «?Wfi5l|*3St, 

EHI3 91 

C 5 7BL/6^">^Ki3it4M 2 7 V N P 2 0 0 0 -9/-»M 

[0 4 0] 

C 5 7BL/6 > ?4Xt:fttf»U2 7 »*flJau»f4 VNP 2 0 0 0 9/^ W-f * 
C57BL/6V7A fcis ft* M 2 7 MMStfjafcttt* VNP2OO0 9/-/ 7, -f?<fV 



mi] 
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[04] 

??????????????? 



[05] 




[06] 

jjTS AAA AW *SA «t XX j£9 ATI KA STC «CA CKi eCT ffiT IK 

g* «c w rcc r » r f { n *r m nc m p r 

r t. <* f t An to ™ ? ^ r ^ pf r«r 
p «« |ct « w «r as «e CBft ** jsc m 

m r pi jw f , r jk r am wt « g« mr *, 
« *, k «* ^ w jp r ^ ^ t» t™ « f 
f* p Mr *r p » pr p fT p p w p c* ™ 

7<C ft TAT « p f*f*T«F ™ ^ «T g* j» 
t TT TTT p STA M M ^ Ctf TO f , J* p «T 
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[0 7] 




[13 8] 

act caa era CAk tk -Gia ctg cTfi ere ctr era tat Are ait 

I ft L « L E H L L I 0 L Q S I 

aw « «x tk flu nc a* w an wr eu «c «e «t 



[09] 




[0 10] 

«« rrrrrrrrr „ r « 
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(100) JP J0O4-5OW4Z A 2004.1.8 



[mi 91 [020] 
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[035] 




' l "* 'km Kt jte en rar tee L m Ix LiL 2w « L L Jtc 



[03 6] 
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[El 4 1] 
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(106) 




JP 2OO4-5O0O4? A 2004.1.8 
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JP A 2004.1.3 



7:«*«J:i<KKs*J<lf,, >.m,S f»*M(.GK*M»l IDfcW^Hh Maagw ejjt, ]i 



liltw (UK j «lls <»*. *», at, Cywfcrai KclaU-dt <sr*i^ 

(£jofIE3Wl«=(, 1594. 5=1=™* 47, »!>5^J(,l«Bs™«(flf.,iW*,l«sr. 

rmsiw i?rH--W;^w^*5<.-rt,mr,A»i,J.p8i!.rt.lW;l««L»). lmk*prow» 

IffdMsl, !'jS-4fSJJ|Sl)). 



, s »[jm.|Wttabr«rai,H*>i,ftK>N g ti A«d. So. uW fftiMMSili Bos* 
MK, J, SetiffllEimiM!. SiiKUS: 0» « at, Que* on. lain, oiual. lifclfcre; 

aiifi. C»' (te. itS^J.JS*!iKJaavs»jf<t<» pi. (SJB. Start. J.Ssiama. .rrijasiD; 

Otmiitlt^ci.. i?S7.J.t«u»i™1. l3&4J$S.WIj»Ji5dHT^^«s!, > )»t,C*>, 
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JP 2004-50004? A 2004.1.3 



li,<feinmM«^ ! (^^'i^ qw irf<1^4i, tt J.Q = ,i H ;it c ,.»7i!W5-l(ISS> 
t*ftt™reiw«d(K C ,Miiniaifl^, J.Sas.K*6)rMS-Jl5;m>*riif„ J«6, 



fesj*^S^^U<^l;trft-fei ! >siPriJb1(r.v(^t( ( -M: i >p l s. Pwflra.fttwSrejBr-oas 

«*» !■.**»» s*l«b. IttliKrtfncnuiulicn 6c pstUaLSwJtjssmnHiEw »)„ 
19S7. S»mftt OuKt 2i5«JK Puiorta nl, 1$51S : J-Si Am. l.l3SUM*t 

fame** tfeTO-JSftKtaivjstd*, 15%, j. Sm^Ks. 
tH»itM» WM, Oratr R», «!»J5.??3* ; Xs*liniisHf JSM, *n 




[osriiimKrtcaptrajKii in fail vit'niiy, pwtiiwtte; migrate irio nreuujtm Wfltnftlikioi 
tmifmmnicroirfjw . Hi iw^^sn^As^iytiEtlti'HEifliltd SiymisspiiEr 

ft rcreiSKaSw cydf aadwcauSKpsltf (M*im« aft, iss>Sl CHa.E^MfiStBlil lTfrlty 



http://ww4.ipdl.inpit.gojp/tjcontentdben.ipdl?N0000-21&N0400=image/gif&N0401=/N... 9/17/2007 



Page 1 of 1 



JP 2C"j4-5O0O« 



OfoHkMBUtSSS.h.BBg j.M^,33:i!l757.i7Hlx 



a»jwmiof{!(l)i!(litras5!«!8S«(0'B^J.afll, !S:» : cyi79;JlJJJ.$ (i5,raiBn A 
Mjflto of 40, iZ aa ,c jmiKri ay As Jsn*4 issfcsiytii wfBlisaiMiigM wfci 
isntnilfL-ifcinie iim »*j-.-v^|»)p»!t sutvliy »imalio ton; mjijjtstii QVTOVr v 
W n £<Hll$.3tt-3Zf), nmoiKitti asinine jetv-it,. feiEtbsUtiiiigiitibx 

ttawrtlit 1htflBil»?sl»u5 ma*K:litilc «i^c.jass» mftNA. fciaanpt.iae laslaliiiitbss 

«6>5c«ilJ (PMgSK*, LS97, Ceil 8S.S4>-Si0> Hi wJittimura, l^'nu^^fcomi 




»t3723J*lt-iiSiSi. 
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JP ?0O4-5O0O« 



ma,'., 19» l B*»s;d!K,!*8V I33'.H9£-I27% 2ntf<tt7.l HP. pjtlwiyfcifrjsiiica of 
iifeHf it fowl ft^pd rtflf.. [SW, Pres , fed, Mai, So. IRA M:7»>7SnJ> 



& MSzJJ-.a M unit, aUsfctl* mnopmjia, BuftmasBnTwis^n ! Holms iwi, 
TbMs.rMpmtalfTotans.foi, lift,/ CtSeio), ] J*:*swv* J ife «,d j *0 nnsBi&flsid 
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WJmtalMIJi-Mt), fci 



Tiuewmalclt)' oTCtlBJwsiiiis/miii Ms (jihibsiloaof poxfcaeyjiABjfftfBB™, 
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